EPA Jacket 100-902
Vol.2












carolyn.brinkley@syngenta.c To Thomas Harris/DC/AUSEPA/US@EPA
om simon.chivers@syngenta.com, tim.pastoor@syngenta.com,
03/31/2006 01:48 PM cc charles.breckenridge@syngenta.com,

amechi.chukwudebe@syngenta.com

bce

Emamectin Inhalation Study Questions - EPA Meeting Not

Subject Needed

Dear Tom,

When we requested a meeting with HED to discuss this study, we had concems about achieving low

. inhalation chamber concentrations of emamectin, using technical grade emamectin. We were not sure
that we could reliably achieve low concentrations and were eager to discuss alternatives so that we could
get on with the study. However, we now believe that we can achieve low concentrations of emamectin
based upon results from our ongoing project with abamectin and we don't believe the meeting
scheduled for April 4th is needed.

®  Wc would appreciate HED's response regarding the aceeptability of the dose levels and the strain ef

mouse that we intend te use in this smidy We think this can be handled via c-mail or via a conference ca
with HED if necessary.

¢  Since we can't begin the study until we have HED's reply. do vou thiuk it would be possible to have their

response within the next week?!

HERE ARE THE DETAILS:

e  We intend to usc the standard protacol for a 90-day inhalation study. A copy of the proicocol is
attached for reference <<MM0234-Protocol-Main-V1.doc>>

e  We plan to usc technical emmamectin at concentrations of 0.1, 0.5, and 2.5 ug/L. These levels
are anticipated to produce effects (nasal turbinate histopathological changes and clinical signs) at
a the high concentration (2.5 ug/L) and no effect at the lowest concentration (0.1 ug/L).

¢ We intend to use the currently available wild type CF-1 mouse, as supplied by Charles River
Laboratories, which was used in the 5-day preliminary inhalation toxicity study. Attached is
a brief document that summarizes the history of this strain in avermectin toxicity testing, the

polymorphic nature of the p-glycoprotein (p-gp) coding gene in this strain, and the ramifications of
p-glycoprotein status on avermectin toxicity testing.
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618-EUP-0007 4. vipd

Rick ¥Whiting

EPAJOPFTSIOPP/RD/TRB
{703) 305-5473
whiting.ricki@lepa. gow

Rats; Lab Project Number: TT #94-2918. Unpublished study preparcd by Mcrck
Rescarch Labs. 27 p.

36



37



38



39



40



41



42



carolyn.brinkley@syngenta.c Thomas HamisiDC/USERPANVSEERA, Paula

om 0 Deschamp/DC/USEPA/US@EPA
&7 152005 11:23 PM e
_ b

Emameactin 28-day Inhal Study Conf Call Summary &

Subject Exposure Proposa |

Thanks to you and your colleagues for a very beneficial conference call last
Thursday. Syngenta appreciates the HED's willingness to talk directly
with our scientists regarding the study protoceol. Syngenta's summary of the
conference call iz attached. (Tom, our summary includes a bit more detail
that the EPFA summary you sent to me. Otherwiase there is no difference).

In addition to the conference call summary, the cover letter includes
Sygenta's proposal and ratienale for exposure intervals of 2 hours in the AM
and 2z hours in the PM with a non exposure pericd in between. ¥ou will
recall that the HED agreed to discuss thi= proposal with their colleagues in
GREE and let Syngenta kmow if this is acceptable.

Thanke again for your willingnessz to have this scientist to scientist
dizcuesion. It was very productive.

1. Cower letter - <<Ltr to EPA sum of conf call re study protocel &
dates.dogs=

2. Conference Call Summary ==<Summary of 8-4-05 conf <all Bo EPFA re study
protocol & dates.docs>

Cargplyn F. Brinkley

S5r. Regulatory Froduct Manager / Insecticides
Byngenta Crop Protection, Inc.

F.Q. Box 18300

Greensboro, NT  27415%-B300

Phone: (336) 632-2B38

Fax: [A35) 252-5374

Email: carolyn.brinkley@syngenta. com

B

L s EF, guirn of conf call re study protocal & dates. doe Swummary of 8-4-05 conlt call to EPA re study pistacol & dates.doc
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Page?

Therefore, if agreeable, we would like a confirmation from the Agency that this
document serves as the official record of the meeting due fo its detail and
accuracy. 'We appreciate your consideration of this proposal.

If you have any guestions or comments about the conference call summary or
this proposal, please contact me. | can be reached at {(336) 632-2838
Sincerely yours,

Carolyn F. Brinkley
Sr. Regulatory Product Manager
Regulatory Affairs

Enclosures: Conference Call Summary
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Record of Teleconference Meeting Between Syngenta and EPA to Discuss Study Guidance
for Emamectin Benzoate Repeat Exposure Inhalation Study

Date & Time Thursday August 4, 2005, 11:15 am— 12:15 pm (US, Eastern Standard Time)

Topic To discuss, and to seek clarifications from EPA, on detailed procedures to
follow in the conduct of the proposed 28-day repeat exposure inhalation study
with emamectin benzoate in CF-1 mouse

Participants EFA:
Tom Harris — Kegistration Divizion
Paula Deschamp — Health Effeets Division, Branch Chicf
Kathleen Raffaele — Toxicologist, ITED
Elissa Reaves — Toxicologist, [1ED

Symgenta:

Paul Hext - Toxicology, Syngenta Central Toxicology Laboratory (CTL), UK
Patrick Bose — Toxicology, CTL, UK

Tim Pastoor — Human Safety/Toxicology Greensboro

Amechi Chukwudebe — Hurman Safety/Toxicology Greenshoro

Carolyn Brinkley — Regulatory AdTurs, Greensboro

Parpose The EPA requested a 28-day repeat exposure inhalation study with emamectin
benzoate in CF-1 mice. The primary purpose of this meeting was threefold:

s Syngenta to seek clarification from the Agency regarding the basis for
thiz study request

®  Syngenta to seek clarification from the Apency regarding the basis for
this study request in CF-1 mousc, singe the standard guideline is based
on rat

» Syngenta to propose specific study details and ask for the Ageney's
feedback in order to agree on the study design.

Discussions Following mtroductions, the following points were discussed and the Agency’s
respective positions were conveyed Lo Syngenta.

Ttem 1. Basis for Repeat Exposure Inhalation Study Request

EPA izzsued this IICT bascd on the following factors:

Genieric concems over general inhalation exposure for all pesticides, not just for
emarmectin benzoate.  Howgwver, exposure wia inhalation is sirmilfeant for
emamestin and the neurctoxicity of emamectin is a concemm to the . 'A.

The Agency’s determination that generic inhalation exposure to pesticides
cannol always be properly determined by route — 1o — route extrapolations. In
the past the FEPA has used the oral study to determine potential short-term and
medium term inhalation risk. However, the EPA is concerned that the oral study
may nol be appropriate for determining inhalation risk because the inhalation
portal of entry could resull in greater toxicity than the oral portal.

Ttem 2. Basis for Sclection of CF-1 Mouse as Test Specics

The EPA decided that the CF-] mouse, nol the rat, should be the test species for
this DICT because the toxicity endpoint that the EPA is using for emamectin is
based on studies with the CF-1 mouse,
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Discussions (Cont’d)

Item 3. Specific technical details proposed by Syngenta for the conduct of

the repeat exposure inhalation study, and EPA’s response

Syngenta’s Technical Proposal Number 1 (test species). Syngenta will
conduct this inhalation study, via nose-only exposure, using the standard CF-1
BE mouse from Charles Biver Laboratories

EPA Position: Conduct of this inhalation study, via nose-only exposure, and
using the standard CF-1 mouwse from Charles River Laboratories is acceptable

Syngenta’s Technical Fropesal Number X (nomber of test animals to use in
studyp. In this study, EPA’s standard puidcline will be largely followed.
However, CTL (in UK) usually conduets stadies of this duration according to
the relevant OECD guideline. The OECD guideline is similar to EPA’Ss in many
respects, except that the number of ammals recommended, 5/sex/group, dillers
from that recommended by the EPA {10/sex/group). For this inhalabion study, 18
Sfsexdgroup acceptable o the Agency?

EPA Position: The Agency feels very strongly that it can be very difficult to
properly interpret a study with small group sizes of the order of 3/zex/group. To
obtain valid results that can be properly interpreied, the Agency confinues to
insigt on the EPA’s standard recormumended group size of 10 animals per sex per
ETOUp.

Syngenia’s Technical Proposal Number 3 (roote and duration of exposure].
According 1w EPA's pundeling for this type of study, the lest specics 1s the rat.
EPA iz requinng thus sludy wilh cmameetin in the CF-1 mowse. Based on
experience with studies in the rat and mouse, Syngenta believes that continuous
nose-only exposure to the mice for 6 hours/day on a 5-day/week basis (per EPA
based guideline) will be physiologically stressful since the mouse is less able to
tolerate resivaint i tubes, This could compromise the ebjectives of the sludy.
sSyngenta believes that 2 continuous exposures [one in the AM and one in the
PWT) for 2 hours each, with a recovery peried in between will not he as stressful
and, congidering the relatively long plasma (- for ¢mameclin benzoate (24 — 30
h) this exposure regimen should be sufficient to determuine inhalation hazard and
to assess inhalation risk. The risk assessment process can accommodaie boilh
exposure concentration and duration of exposure to calculate a total daily
exposure, Will such inhalation exposure duration be acceptable to the EDAY

The Apency posed the following questions/suggestions:
1. Diocs Syngenta have any lileralure data to support the position that 6-howr
daily exposures to miice will be highly stressful?

Syngenta’s Response: Our rationale i largely based on CTLs and other
laboratories’ capericnee i conducting nose-only inhalation studies in mice
where one of the major problems iz the generation of unacceptably high
body temperatures while animals are restrained in tubes.

2. Has Syngenta considered overcoming this stress situation by conducting
whele body exposures instead?

Syngenta’s Response: Because snimals sclf groom, extensive oral exposure
is possible. This could affect interpretation of the inhalation study results,
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Discussiens (Cont'd)

Specific Sugzestions
from EFA

3. Iz Syngenta aware of, or can Syngenta provide cxamples of regulatory
studies with such reduced nose-only exposure periods?

Syngenta’s Response: In studies conducted for the pharmaccutical
industry, such reduced cxposine periods are not unusual,

EFA’s Position: In the absence of evidence (o the contrary, EPA still considers
a G-hour continuous daily exposure necessary for smudy results to represent
worker exposure in the field, Since the purpose of this study is to address
potential inhalation risk to workers HED representatives agreed to discuss the
proposal with colleagues in the Occupational & Residential Exposure Branch
(OREB),

Syngenta will provide lurther information on the stress-related issues with mice.

However, since Synpenta proposes to conduct preliminary acute and 5S-day
inhalation studies prior to the main study, the exposure pened 1ssus could be
addressed again in a fulure teleconference, depending on the outcome of these
preliminary studies, the availability of supporting literature, and the opinion of
OREB experts.

In keeping with Syngenta’s stated desire at the outset to perform a valid study
that will meet with EPA approval, the Agency sugeested the following
additional parameters to aid n study interpretation — even though thess are not
part of the standard repeat exposure inhalation study guideline,

1. {onduct histopathological examination of the nose and other inhalation

entry portals.

For betier and more interpretable histopathological examunations data,

Syngenta should consider perfusion fixation of nervous tissues.

3. In addition to motor activity measurements specified in eurrent study
puideline, Syngenta should also consider measurements of behavioral
endpoints.

4. Submnut the study protocol to the Agency for teview before study inttiation.

et

Syngenta commented that histopathological examination of the entire respimatory
tract (nasal passages, larynx, trachca and lungs) is conducted routinely in all
repeat-exposure inbalation studies,

syngenta agreed to consider the other requested parameters and also to examine
varipus daily exposure duration regimens (e.z. 2 X 2 hours vs. 2 x 3 hours) as
part of preliminary studies. Their inclusion in the main study will depend on
preliminary study results and on the outcome of a subsequent teleconference
with the Agency later in the vear,

After the next teleconference, Syngenta will submit a protocol for Agency
review prior to initiation of the main siudy.
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¢ inh&ation guideline).
- Syngenta stated that whole body exposure would overestimate effect by 5x due to oral
ingestion from body grooming.
Syngenta send email ASAP (to Tom Harris, cc Paula Deschamp since TH out next week)
} . restating this issue and their arguments. Include MRID of half-life study.
* EPA discuss the split exposure proposal and get back to Syngenta with decision ASAP.

Schedule
early Sept * Syngenta email protocol for preliminary study
mid Sept * EPA respond to preliminary study protocol
late Sept * Syngenta conduct preliminary studies (2 & 5 day)
l Oct * Syngenta submit draft of final protocol
early Nov * Syngenta submit resuits of preliminary histopathology
| Nov * EPA complete review of final protocol
. Jan * Syngenta start final study

summer 2006 * Syngenta submit results of final study
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*Sherman, Gary” Te Thomas Harris(QC/LUSEPAUS@EPA

\'M.FDA.GOV -
<GSherman@C ce "Mulligan, Louis T* <LMULLIGA@CVM FDA GOV

12012004 1208 P hoo
Subject Emamectin {Slice)

Dear Tam,

Thank you for your follow-up call about the status of the Emamectin file. | do sincerely apologize for how
slow the wheels have turned on this issue, and [ very much appreciate your considerable patience! May |
ask you te hold the filefreview for just 2 while longer? Ve belisve we will soon have this matter resolved
such that the two companies in question (SPAH and Syngenta) will communicate directly, with Syngenta
directly providing to SPAH a copy of the EPA review docurment in questian, This would mean we (FDA)
would not have to obtain a copy of the review from you.  Whils | anticipate this will all transpire as
planned, | do not want ko have you re-file into your archives the dosuments you've already fished out for us
gnce, only to find out that the bwo companies did not or could not follow throwgh, and once again want to
try to provide your office and ours with the appropnate right-of-aceess letters in order to effect the
document exchange as originally envisioned. | can promise you that once | have the official SPAH
submission in hand, and | know whether we actually have what we need, I'll contact you immediately so
we can put this to bed once an for all. | do not expect this will take long. By January of 2005 | should be
able 1o let vou know how we can procesd 1o close out this issue, assurning that by then SFAH and
Syngenta will have effectively comimunicated, and we at FDA have received a complete submission from
SPAH. | am optimistic about a relatively expeditious twm-around on this because SPAH is anxious to
maowe forward with review of this product. Wil this approach 've propased work at your end or do you
have some other suggestion. I'm open to any ideas you may have,

Thanks again for your patience through all this, and | hope you have a wonderful winter haliday.
Gary

Gary B. Sherman, MS, DWW, PRD
gshermani@cvm. fda.oov

Direct 301-827-0122; Fax 301-594-2258
Division of Human Food Safety, HFY-153
Center for Veterinary Medicine

US Food & Dirug Administration

7500 Standish Place

Rockville, Maryland 20855-2746 USA

The opinions and information in this message are those of the author and do not necessarily
reflect the views and poficies of the U8, Food and Drug Administration. Because of the nature
of electranically fransferred infurmation, the integrity or security of this message cannol be
ruaranfeed,
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Carolyn F. Brinkbay Syngenta Crop Protection, Inc.
Sr. Regulatory Product Menager P, 0. Box 18300
Regulatnry Affaire 410 5wing Road

Gregnsharn, NC 27419-8300

Ld AN} Mk s lEARP

September 16, 2004

Mr. Thomas Harris
Insecticide-Rodenticide Branch

U.S. Environmental Protection Agency
Office of Pesticide Programs

Ariel Rios Building

1200 Pennsylvania Ave, NW
Washington, DC 20460-0001

SUBJECT: EMAMECTIN BENZOATE TECHNICAL
EPA REG. NO. 100-902
REVISED AUTHORIZATION FOR EPA-FDA DISCUSSION QF
SPECIFIED TWO-GENERATION REPRODUCTION STUDY

Dear Mr. Harrs:

Syngenta Crop Protection, Inc. herewith authorizes toxicologists with the Office of
Pesticide Programs Health Effects Division the Environmental Protection Agency to
discuss the cited study below', the EPA’s 1994 review of that study (copy attached), and
the data from this study that supportad the conclusions in this review, with FDA
toxicologists. This authonzatlon is limited to a discussion of this study and the EPA’s
review of the study data? solely with respect to Schering-Plough Animal Health's
application for FDA approval of an emamectin —based product known as Slice™
{emamaectin benzoate 0.2% Type A medicated article for salmon), INAD 010-418}). Slice™
is proposed for use in the feed of farm-raised fish primarity for the control of sea lice.

' EPA MRID No. CITATION
42851511 Lankas, G. {1993) MK-0244: Two-Generation Dietary
Reproduction Study in Rats: Lab Project Mumber: §18-
244-TOXA9: TT #91-715-0: AS-3448. Unpubished
study prepared by Marck Research Labs.

? Data Evaluation Repart MK-0244.
Study Type: Reproductive Toxicity. Prepared for: Health Effects Division, Office of
Pesticide Frograms, US Envircnmental Protection Agsncy, 1921 Jefferson Davis
Highway, Arlington, VA 22031
Prepared by: Clsment International Corporation, 9300 Lee Highway; Fairfax, VA 22031 RN

Frincipal Reviewer: Sanju Diwan, Ph.D.  Date: 5/16/94 T

Independent Reviewer: Fia Lindstrom, D.P.H. Date 5/16/94 . sunses
QA/QC Manager Cort A. Maczks, Ph.D. Date: 5/16/84 o, . .
Contract Number: 68010075 . o= -
Work Assignment Number; 3-25 LS ve
Clement Numbar: B4 . ue an : e .
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Page 2

This authorization is qualified to the extent, however, that: (1) Schering-Plough
Animal Health or any other person except the Administrator shall not have
access to or said referenced data, andfor EPA MRID number unless specifically
authorized in writing by Syngenta Crop Protection, Ine. (2) this authorization shall
not be construed as authorization for the EPA to discuss with the FDA any
Syngenta data, directly or indirectly, in support of any subsequent application
submitted by the applicant to the FDA or the EPA including, without limitation,
applications for new registration or amended registration. and (3) this
authorization shall not be transferred by the applicant in any manner whatsoever
without express prior written consent of Syngenta.

Singerely,
|

Caralyn F.Brinkley
Sr. Regulatory Product Manager
Regulatory Affairs

Enclosure: Data Evaluation Report MK-0244; Study Type: Reproductive
Toxicity; Dated 5/16/94

cc:  Dr. Louis T. Mulligan
Team Leader - Toxicology Team
Division of Human Food Safety (HFV-150)
C/O Document Contral Unit (HFV-199)
Center for Veterinary Medicine
Food and Drug Administration
7500 Standish Place
Rackville, MD 20855
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bee: G, Peters
S. Reasons
C. Moseley
C. Biggers
Trina Brodie/Customer Service File — Schering-Plough
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DATR EVALUATION REPORT
HE=0244

Study Type: Reproductive Toxicity

Prepared for:

Hoalth Bffects Divieion
Ggffice of Pesticlide Programs .
U.5. Environmental Protecticn Rgency
1921 Jefferson Davie Highway
Arllington, VA 22202

Prapared by:
Clemgnt International Corporation

5300 Lea Highway
Fairfamx, WA 22031

Principal Raviswer

Indspéndent Reviewsr

QA/OC Manager
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Contract Huﬂb‘rl EEEL“D'TE . - :'I‘I.-:rr:
Work Asaignment Numbar: 3=-25 =" " :‘2 ’
Clament Number: B84 o _’;:
Project Officer: Caroline Gordon s P’ el
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Guideline Series 831-4: Reproductive Toxicity

EPA Reviewer: Myron Ottley, Fh.D. Signature: Mﬁ - a

Review Ssctlon IV, Toxicolegy Branch I/HED Datet , E/>9/ 9
'BPFA Section Head: Marion Coplay, D.V.M. Signature:
Review Section IV, Toxicolegy Branch I/HED Date:

DATA EVALUATION REPORT

STUDY TYPE: Reproductive Toxicity - Rat (Guideline Saries B83-4)
MRID MO.: 428518-11

Raw chamical

TEST MATERIAL: 4"-Deoxy=-d"-spi-methylamino-avermactin Bl [benzoata salt)
SYROAYM: MF-0244; Deoxy avermectin
TT #91=-715-0

SPONSOR: Agricultural Research and Daevalopment, Merck and Company Inc., Three
Bridges, NJ

TESTING FRCILITY: MNerck Research Laboratories, Merck and cé«mpnny Inc., Weak

Paink, PA
TITLE OF REPORT: MFE-0244: Two-Generation Pletary Reproduction Study in Rats
AUTEOR: &.R. Lankam
DATE FEPORT ISSUED: May 12, 1993
CONCLUSIONS»

pose lavels: Administerad to Sprague~-Dawley rata in the diet, @, 0.1, 0.6, or
3.6/1.8 wg/kg/day for two generaticca

Systemic NOEL: 0.5 mg/kg/day

Systemic LOEL: 1.8 mg/kg/day, based on decreasad body weight gain and
histopathological changas (neuronal degenszation in the brain and
spinal cord) in both sexas und generations

Reproductive NOBL: 0.6 mg/kg/day
Raeproductive LOEL: 1.8 mg/kgfday based on decreased fecundlty and
fertility indices and zlinical signe (tremors and hind limb extension)
in offspring of both genaratlons

classification: Cora Guideline Data

This study satisfies the guideline requiremente for a reproductive tuxicity
study (83-4) in rata.
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Guideline Series 83-4: Reproductive Toxicity

MATERIALS

Tast Compound

Purlty: >UE%

Dascription: None

Lot number: 1~656,748-0528002

Date receivad: Hot reported

Contaminante: Not reported

Storage: Ambisnt temperature

Iesat Animals

Speciew: Rat -

Strain: Sprague-Dawley (Crl:CD® (5D) BR]

Scurcai Charlas River Laboratories, Raleigh, NC (females} and
Kingeston, NY¥ [males) g

hge: Approximately 63 days on atudy day 0

Walght: Fo malaa--292-405 g on study day O
Fg tomalen--179-273 g on atudy day 0

T BESIG

This study was designed to assesa the wffscts of MK-0244 on the growth
and reproductive performance of rate during two successive genearations.

(AT 4L roc

After approximately 3 weeks of acclimatization followed by 9 weeks of
distary treatment, P, females were mated with males from the same group
in & ratio of 1:1 for a maximum of 21 days until a copulatcry plug was
detected or sperm were cbserved in a vaginal smear. Tha Fy generation
was mated for a second tlms approximately 3 weeks following the waaning
of the Py, pups. Nonmated animals were paired with fertile animals of
the opposite sex from esach group for a maximum of 21 days. The day on
which mating was conflirmed wam consldered gestational day (GD) 0.

Fy animals were mated in a similar manner avelding sibling matings.

Animal Husbandpy

Fodent diet (Purina Certified Rodent Chow #5002M) and tap water wera
available ad libitum, The temperature was maintained at 20°-27°C;
humidity data wera not reported. A 12-hour light/dark cycle was
maintained. The study author did not report the number of air
changan fhour .

Group Arrangement

Fn animals were distributed using a randomization procedure based on body
walght. The groups were as fallows:
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Guideline Series 83-4: Reproductive Toxicity

N Number of Animals Assigned per Group

Dosage Level Fy £
Test Group {(mg/kg/day) Males Females Males Females
Control 0 33 33 a3 33
Low dose 0.1 a3 33 33 33
Mid dose 0.6 a3 33 33 33
High dose* 3.6 33 33 33 33

*The high-dosage level received by the F, and P14 femalas was reduced to
1.8 mg/kg/day on GD O following the second cohabitation of F, females.

Dosage Admjnistered

Test diets were prepared once or twice weekly by diluting a concentrated
premix with untreated diet to achieve appropriate concentrations.
Dosages were adjusted to maintain the desired concentration. Diets were
stored at room temperature until used. Analyses for concentration,
homogeneity, and stability were conducted during weeks 1 and 3 for the
Po generation and week 7 for the F,, generation.

Dosage Raticnale

Dosages were selected based upon the results of a one-generation range-
finding reproduction study (TT #90-724-9; MRID No. 427436-33; see
Attachment I for a detailed description of the study). Sprague-Dawley
female rats (12 dams/group) were administered MK-0243 eithaer by gavag=- or
in the diet on gestatiocnal day (GD) O through lactaticnal day (LD) 21

The dose levels for the gavage study were O, 0.1, 0.7, or S mg/kg/day
while the diet levels were O, 1, 7, or 50 ppm (approximately 0, 0.1, 0.7,
or 4.6 mg/kg/day).

Maternal toxicity, observed at 5 mg/kg/day in the gavage study and at

SO ppa in the diet study, was manifested as significantly decreased body
waight gain on GDs 8-16 for both studies, on LDs 0-8 in the gavage study,
and on LDs B8-12 in the diet study. These effects were more pronounced in
the gavage study particularly during the first part of the lactation
period. Food consumption was also affected more severely in the gavage
study during the lactation period. Reproductive toxicity, observed at

S mg/kg/day in the gavage study and at 50 ppm in the diet study, was
manifested as excessive pup mortality during lactation in the gavage
study. Also, surviving pups in both studies experienced decreased body
weight and tremors during lactation. Histopathology of brain and spinal
cord tissues at 50 ppm demonstrated degeneraticn of these tissues.

Gavage Study: Maternal NOEL = 0.7 mg/kg/day; maternal LOBL = 5 mg/kg/day
{(decreased body weight gain and focd consumption); reproductive NOEL =
0.7 mg/kg/day; reproductive LOEL = 5 mg/kg/day (excessive pup mortality,
decreased pup body weight, and increased clinical signs in pups)
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Guideline Seriee 83-4: Reproductive Toxicity

piet Study: Maternal NOBL = 7 ppm (0.7 mg/kg/day); maternal LOEL =

50 ppm (4.6 mg/kg/day) (decreased body weight gain and food consumption):;
reproductive NOEL = 7 ppm (0.7 mg/kg/day); reproductive LOEL = 50 ppm
(4.6 mg/kg/day) (decreased pup body weight, increased clinical signe
[tremors), and histopathological signs [brain and spinal cord
degeneration]))

" gbservations

Observations were made once daily for mortality and physical signs. Body
weight data were recorded weekly during premating. Body weight data for
females were also recorded on GDs 0, 4, 8, 12, 16, 20, and 24 and on
lactational days (LDs) O, 4, 8, 12, 16, 20, and 2]1; females without live
pupe were weighed once weekly until sacrifice. Food consumption data
were recorded over a 6-day interval during premating; for females it was
also recorded over a 4-day interval during GDs and LDs 0-20.

The following data were recorded for each litter:

- Number of live and dead pups, sex, and individual pup weight on
1LDs O, 4, 7, 14, and 21

- External anomaliee on LDs O, 4, and 21
- Mortality and physical signs once daily

On day 4, pups were randomly culled to four/sex/litter whenever possible.
Pups that died during lactation and 10 pups/sex/litter (randomly select-
ed) were subjected to gross necropsy. Culled pups were examined exter
nally and discarded. Dead pups were fixed in 108 buffered formalin aI
examined for visceral abnormalities. Twenty-five male and 25 female

Py, Pups were randomly selected as F) parental animals.

Parental males were sacrificed and necropsied at the time of parturit: n.
Parental females were sacrificed and necropsiaead after weaning of thei:
respective litters between LD 22 and 28. After gross examination, th
following tissues were preservad in 10% buffered formalin and processed
for histological examination from animals in the control and high-dosage

groups.

- Brain - Ovaries

- Spinal cord - Testes

- Sciatic nerve - Epididymides

- Uterue - Seminal vesicles
- Vagina - Prostate

- Grose lasions

In addition, brain, spinal cord, and sciatic nerve tissues from an. 1ls
in the 0.6-mg/fkg/day group and the sciatic nerve tissue from animals in
the 0.1-mg/kg/day group were processed for histopathological examination.

Statistical Analvsis

The following analyses were conducted:
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- Parental and pup body weight/weight gain; food consumption; length
of gestation; time to mating; mating, fertility, and fecundity
indices; and numbers of implantation sites and live and dead pups--
Analyeis of variance or covariance followed by a trend test and
ranklit transformation (for continuous variables) or Mantel-Haenszel
test (for discrete variables)

- Infertility--NOSTASOT, Mantel-Haenszel test, and/or Chi-Square test
Compliance
The following statements were provided:

- A signed Statement of No Data Confidentiality Claims, dated June 3,
1993

- A signed Statement of Compliance with EPA GLPs dated May S, and
June 2 and 3, 1993

- A signed Quality Aseurance Statement, dated May 5, 1993

RESVLTS
Test Material Analvseie

Results of concentration analyses for two separate batches revealed
values ranging from 82% to 106% of target (with two exceptions) for all
three dosage levels. Homogeneity, also analyzed at all dosage levels on
three separate batchas, revealed values ranging from 82% to 108% of
target. The results of stability analyses revealed values ranging from
80% to 100%.

Parental Toxjclty
Mortality

No compound-related mortalitiees were observed at any exposure level ii
either sex or generation. 1In the ¥y generation, three males were foul.
dead (one each at 0.1, 0.6, and 3.6 mg/kg/day during weeks 18, 7, and 2?0,
respectively). Four Fp females were found dead (one at 0.1 mg/kg/day,
one at 0.6 mg/kg/day, and two at 3.6/1.8 mg/kg/day during weeks 21, 1f
and 22-24, respectively). No treatment-related gross findings were
observed at necropsy.

In the F; generation, three males were sacrificed moribund (one each at
0, 0.1, and 3.6 mg/kg/day during weeks 13, 13 and 12, respectively);
necropsy did not reveal the cause of death. Among P, females, one animal
from the control group was found dead at week 19. In addition, four
animals weres sacrificed moribund (one at 0.1 mg/kg/day, two at

0.6 mg/kg/day, and one at 3.6/1.8 mg/kg/day during weeks 19, 2, and 1,
respectively). No treatment-related gross findings were observed at
necropsy.
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Clinical Observations

No compound-related clinical signs were observed at any exposure level in
either éex or generation.

Body Welght

Compound-related effects in body weight gain were observed at

3.6/1.8 mg/kg/day for both sexaes and generations. Summaries of body
weight /weight gain data for selected intervals are presented in Tables 1
and 2. Detailed results are discussed below.

In the Py generation among males, a significantly decreasing trend with
increasing dosage was observed with regard to body weight gain (Table 1)
for the entire premating period (weeks -1 to 8). Body weights in thes«
males (data not shown) decreased slightly at 3.6 mg/kg/day throughout tne
same period. For F; females during the premating period, a significantly
increasing trend with increasing dosage was observed with regard to body
weight gain (Table 1), while body weights increased slightly above
control (data not shown). During the first gestation period, a signifi-
cantly decreasing trend with increasing dosage was observed with regard
to body weight gain (Table 2). Body weight during the first gestation
period (data not shown) was comparable among all dose groups. No treat-
ment-related effects on body weight or weight gain were seen during the
second gestation period and first and second lactation periods (data not
shown) .

In the F; generation among males, a significantly decreasing trend with
increasing dosage was observed with regard to body weight gain (Table 1)
for the entire premating pericd (weeks -1 to 15). Body weight in these
males decreased below control throughout the study at 3.6 mg/kg/day (data
not shown). PFor F; females during the premating period, a significantly
decreasing trend with increasing dosage was also observed with regard to
body weight gain (Table 1), while body weight decreased below control &+
1.8 mg/kg/day. During the gestation period, a significantly decreasing
trend with increasing dosage was observed with regard to body weight gain
(Table 2) on GDs 0-20, while body weight (data not shown) was consist-
ently lower than control. No treatment-related effects on body weight or
weight gain were seen during lactation (data not shown).

Food consumption

No compound-related effects on food consumption (g/animal/day) were
observed in either sex or generation. For Fg lactating females, a de-
crease in food consumption was noted at 3.6/1.8 mg/kg/day on LDs 4, 8,
and 12, and at all three dosage levels on LDs 16 and 20. These decreases
were not seen for F; females, and therefore, they were considered to be
incidental.

Histopathology

Compound-related effects in histopathology were observed in both sexes
and generations at 3.6/1.8 mg/kg/day. In the Py generation, neuronal
degeneration in the brain and/or spinal cord was observed in males (29/33
and 31/33, respectively) and females (23/33 and 5/33, respectively);
slight degeneration of the sciatic nerve was observed in 4 of 33 males.
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In the F; gensration, neuronal degeneration in the brain and/or spinal
cord was also noted in males (23/25 and 23/25, respectively) and females
(18/27 and 7/27, respectively); no degeneration of sciatic nerves waa
observed in males at 3.6/1.8 mg/kg/day.

R ox

Compound-related reproductive effects were observed at 3.6/1.8 mg/kg/day
in both generations. Summaries of reproductive parameters are presented
in Tables 3, 4, 5 and 6. Detailed results are discussed below.

In the F, generation (Table 3) during the first mating period, nonsignif-
icant decreases in the fertility index were observed at 0.1, 0.6, and

3.6 »~/kg/day as a result of decreases in the fecundity index. During
the s ond mating pericd in the F5 generation (Table 4) and in the

F, generation (Table 5), similar decreases in fecundity and fertility
indices were observed only at 3.6/1.8 mg/kg/day.

In the Fo generation (Table 3), a significant trend towards decreasing
number of live pups/litter with increasing dosage was observed for the
first mating. However, all incidents were within the range of historical
controls, and therefore, this finding was considered to be incidental.

In addition, similar trends were not seen in the Fgo second mating and

F, mating.

In Fy, and Pj), litters (Table 6) prior to weaning, the following clinical
signs were observed at 3.6/1.8 mg/kg/day: intermittent head tremors
and/or whole body tremors, hind limb extension and its limited use,
and/or hind limb splay. Somé signe in Fy, pups (hind limb splay in

25/25 males and 27/27 females and whole body tremors in 10/25 males and
13/27 females) persisted during the post-weaning period (data not shown).
In Fy litters (Table 6), on tha contrary, only 1 of 11 litters at

3.6/1.8 mg/kg/day exhibited clinical signs consisting of whole body
tremors and hind limb extension from LD 14 to LD 21. Thus, lowering the
high-dosage level from 3.6 to 1.8 mg/kg/day beginning on GD 0 reduced the
incidence of treatment-ralated signs in F;, and P, pups.

Among Py, pups (Table 3), a significantly decreasing trend with in-
creasing dosage was observed on body weight for both sexes on LDs 14 and
21. For P, offepring (Table 5), a significantly decreasing trend with
increasing dosage was observed with regard to body weight for male pups
on LD 4 and for male and female pups on 1LDs 14 and 21. The decreases in
pup body weight during late lactation may have been associated with the
physical inability of the pups to reach the feeder as a conseguence of
tremors and hind limb immobility.

Test Material Analvses
The purity, homogeneity, and stability of the test compound were

confirmed. With the exception of a few occasions, the concentration
analyses revealed values within $20% of target.
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Rarental Toxicity

Compound-related parental toxicity was obeerved at 3.6/1.8 mg/kg/day. It
was manifested as decreased body weight gain in Py and F, males and
females during premating, and in Py and P, females during gestation. 1In
addition, histopathological changes, including neuronal degeneration in
the brain and spinal cord, were observed in both generations and sexes.
Based on these results, the NOEL and LOEL for parental toxicity wers 0.6
and 1.8 mg/kg/day, respectively.

Reproductive Toxjcity

Compound-related reproductive toxicity was observed at 3.6/1.8 mg/kg/day.
It was manifested in both generations as decreases in the fecundity and
fertility indices. The number of infertile Fp females increased at

1.8 mg/kg/day (218 versus 3% in the control) when animals that did not
produce a pregnancy in the first mating were paired during the second
mating with known fertile animale. The number of infertile males,
however, was comparable across all groups. This observation suggests
that the treatment specifically affected the females. Clinical signs of
toxicity were seen in pups from both generations. Incidences of clinical
signs decreased in P, litters receiving lower dosage levels

(1.8 mg/kg/day). Based on these results, the NOEL and LOEL for
reproductive toxicity were 0.6 and 1.8 mg/kg/day, respectively.

CORE CLASSIFICATION

Core Guideline Data. This study satisfies the guideline requirements for
a reproductive toxicity study (83-4) in rates.

Systemic NOEL = 0.6 mg/kg/day

Systemic LOEL = 1.8 mg/kg/day based on decreased body weight gain and
histopathological changes in neural tissue of both sexes and
generations

Reproductive NOEL = 0.6 mg/kg/day
Reproductive LOEL = 1.8 mg/kg/day based on decreased fecundity and
fertility and clinical signs in pups of both generations

RISK ASSESSMENT: Not applicable
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Guldeline Seriees 83-4:

Reproductive Toxicity

TABLE 1. Body Weight and Weight Gain (g) During the Premating Period for Rats
Exposed to MK-0244 for Two Successive Generations®:

Veek of mmmu?MLm:____!_nT____
Trestment 0 0.1 .5 NYAR .
£, maicy
-1 350 L7 ] 347 346
1 393 338 389 392
4 501 493 495 4§94
8 583 576 583 565
“1t8 233 F714 235 219
f, femglen
' 230 229 228 232
| 243 244 264 24b
4 288 Fad) 289 293
8 : 317 323 322 332
-1to8 ar 95 93 101*
E,oalcs
-1 82 81 81 59
) 134 132 133 100
4 326 316 317 261
8 496 489 452 437
12 571 570 579 508
% 606 599 508 $45
-1 to 1 534 530 542 S00*
£y femules
-1 85 87 .73 67
1 130 136 133 108
4 27 231 230 200
8 295 295 298 262
12 326 325 330 297
% 42 338 u7 315
-t to 16 57 254 261 249

Data were antracted from Study No. TT #91-715-0, Tables A-8, A-9, A-46, and A-47.

bstanderd devistions were not provided,

“Ihe high-dossge received by the Fy and F,  females was reduced to 1.8 mg/kg/day on GD O following the

second cohabitation of F, females.

*Significant trerd through indicated dosage (p<0.03)
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' TABLE 2. Body Weight Gain (g t S.D.) During Gestation for Rats Exposed to
MX-0244 for Two Successive Generatiocnsd:P

::;mm (1] G.1 A : .: s YA
£y seneration-f, litters

012 59 62 a1 61
12-16 20 19 15 1"
16-20 a3 a3 64 63
0-20 162 144 142 136*
E - ter

012 | 54 60 59 42
12-16 2 Fo] 8 3
16-20 54 51 74 53
0-20 133 135 %5 126*

“Data were extracted fram Study Wo. 1T #91-715-0, Tebles A-13 and A-31,

Sstandard devistions were not provided.

“The high-dosage received by the F, and F,, females uas reduced to 1.8 mg/kg/day on @ 0 following the
second cohabitation of F, females.

sgignificant trend through indicated dosage (p<0.0%)

10
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TABLE 3. Effects of Exposure to MK-0244 on P, Reproductive Parameters
and Py, Offspring Survival and Body Weight®

arvgtion a xposur L k
Paramster . 0.6
No. paired famales 33 33 33 33
No. matings re 33 n 33 3
Meting fndex (X) 100 9% 100 96
No. pregnant fesales 30 22 25 22
Fertility index (X)¢ 9 67 76 67
Fecundity indax (X)° 91 7 76 n
Gestation index (X)f 100 100 100 100
Gestation length (days) 22.5 22.4 22.7 22.5
R No. females with liveborn pups 30 22 25 22

Totel no. tive pupe
Day O . 624 mn 367 287
Dey 6‘ precul | 406 319 359 278
Day 21 228 173 191 161
Hean no. live pups/littert

. Day 0 . 14.1 (30) 15.0 (22) 4.7 (25) 13.0* (Z2»
Day 6‘ precull 13.5 (30) 16.5 (22) 16.2 (25) 12.6 (Z>
Day 21 7.9 (29) 7.9 (22) 7.9 (26) 7.6 (27}
Live birth index (X)™* % 99 97 9%
viabitity index (X)* 9% % 97 97
Lectation indax (%)™ 9 » %9 9
Neen pup body weight (9), msles
Day O 6.6 6.6 6.7 6.7
bsy 7 18.1 17.7 18.3 18.2
Day 21 . 59.8 59.2 60.8 40.2*
Mean pup body weight (g), females
Day 0 6.3 6.3 6.6 6.4
Day 7 17.2 17.5 17.3 17.4
Day 21 $6.9 57.8 8.9 40.4*
Sex ratio (X males day 0)® “7 53 47 49
ata were extracted from Study No. TT #91-715-0, Tables A-32, A-33, and A-98.

. Scalculated (but not snelyzed) by the reviewsrs using individual animel deta
Nating index: MNo. of meted females expressed a8 X of no. of peired femeles
‘Fortllity fndex: No. of pregnant femles expressed X of no. of peired femsles
*tocundity indax: No. of pregnant femsles expressed X of no. of mated femsles
feestation fndens Mo. of femsles delivering o live Litter expressed es X of no. of pregnent femsles
Syumbers in parenthesis are the mumbers of litters included in the calculation.
B {ve birth indax: Percentege of pups born alive besed on no, of total pups born
Wiability indax: Percentsge of pups surviving & days based on no. of pups born alive
hactotion index: Percentage of pups surviving 21 days based on no. of Live pups on day & postcull
*gignificant trend through indiceted dosage (p<0.05)
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TABLE 4. Effects of Exposure to MK-0244 on Py Reproductive Pazmterl
and F,, Offspring Survival and Body Weight?

Observat ach ure l
Perameter 0.1 0. .6/1.8
No. peired females 33 33 32 13
No. matings - 3R 32 n 3
Mating index (X) 97 97 97 %
Mo, pregnent femsles 28 28 26 3
Fertility indax (%)% 8s [ 31 70
Fecundity index (%)° a8 88 8 7%
Gestation index (X)' 100 % 100 100
Gestation length (deys) 22.2 22.4 22.4 22.6
No. femsles with liveborn pups 28 27 26 23
Total no. tive pupe
Day 416 39 619 347
day & precult? 393 77 407 336
Day 21 214 206 202 163
Ween no. live pupe/litters
pey O . 14.9 (28) 4.5 (27) 16.1 (26) 15.1 (23)
Day & precull 14.0 (28) 16.0 (27) 15.7 (26) 16.6 (23)
Day 2t 7.6 (28) 7.6 (21 7.8 (26) 7.4 (22)
Live birth index (X)** 95 9% 99 o8
Visbility index (X)™ . % 9% 97 97
Lectstion fndex (%)™ 99 o7 99 o5
Neen pup body weight (g), males
Day 0 6.5 6.7 6.7 6.8
Dey 7 16.6 16.9 17.4 17.1
Day 21 57.9 59.4 61.5 0.4
Nean pup body weight (g), females
Day 0 6.1 6.4 6.3 6.4
Osy 7 15.3 16.0 16.3 16.3
Ouy 21 5.4 56.9 57.8 56.3
Sex rotio (X meles dey 0)° 50 59 51 9

"Date were extracted from Study Wo. JT #91-715-0, Tebles A-34, A-35, and A-99.

SColculated (but not anslyzed) by the reviewers using individust snimel data

“%ating index: WNo. of meted femsles expressed ss X of no. of paired females

Srertility index: MNo. of pregnent females expressed X of no. of paired females

‘Fecundity index: No. of pregnant femsles expressed X of no. of mated females

IGestotion indax: No. of females dalivering a Live Litter expressed as X of no. of pregnant females
Suumbers in psrenthesis sre the numbers of litters included in the calculation.

M ive birth index: Percentage of pups born alive based on no. of total pups born

'Vldaility index: Parcentage of pups surviving &4 deys based on no. of pups born alive

hactation index: Percentage of pupe surviving 21 days based on no. of Live pups on day & postcull

12
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TABLE 5. Rffects of Exposure to MK-0244 on F, Reproductive Parameters
and 7, Offepring Survival and Body Weight®

. rvati ach r
Paramater 0 g.' O.k 3.%/‘.3

Mo, peired females 5 25 25 25

No. mstings e 25 23 22 23
Nating index (%) 100 92 83 92

No. pregnant femsles 20 20 21 12
Fertility indan (X)4 80 80 8% 48°
Fecundity §ndex (X)* 80 14 o5 s
Gestation index (X)f 95 100 95 92
Gestation length (days) 22.4 22.3 22.4 22.5
Ho. femsles with liveborn pupe 19 20 20 1"

Totat no. live pups _

day O R 265 2n 307 162

Oay $‘ precul | 252 263 287 157

Day 21 129 137 13 83

Meen no. (ive pups/litters

Dsy O . 13.9 (19) 13.6 (20) 15.4 (20). 1%.7 (1)
Dey 6‘ precul | 13.3 (19 13.2 (20) 16.4 (20) 146.3 (1)
Dey 21 6.8 (19) 7.2 (19 7.7 (20) 7.5 (N
Live birth index (5™ 98 99 97 99
Visbility index (%)% 95 97 93 97
Lactetion inden (X)* 88 % 8% %%

Meen pup body weight (g), meles .

Oay 0 6.7 6.4 6.4 6.4

Doy 7 16.6 17.1 16.5 15.2
sy 21 58.0 58.4 9.7 s2.7
Nean pup body weight (g), femsles

Dsy 0O 6.3 6.2 6.1 6.1

Dey 7 15.6 16.6 15.4 1%.8,
Day 21 $4.8 57.5 S7.4 51.0
Sex ratio (X msles dey 0)° 49 51 50 50

“Data were extracted from Study No. TT #91-715-0, Tables A-62, A-63, and A-125.

Calculated (but not anslyzed) by the revievers using individual animal dats

Mating index: Bo. of mated females expressed as X of no. of paired femeles

‘rmillty indan: MNo. of pregnant females expressed X of no. of paired females

Fecundity index: WNo. of pregnant femsies expressed X of no. of mated females

Gestation inden: No. of femsles delivering s live Litter expressed es X of no. of pregnent females
Smbers in parenthesia are the numbers of litters included in the calculation,

% ive birth index: Percentsge of pups born elive based on no. of total pups born

'Vhblllty index: Percentage of pups surviving 4 days based on no. of pups born alive

N actation inden: Percentsge of pups surviving 21 days based on no. of Live pups on day 4 postcull
*significant trend through indicsted dossge (p<0.05)
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Reproductive Toxicity

TABLE 6. Physical Signs During Preweaning Period Exhibited By Fiar Fjp, and Fy
Litters Exposed to MK-0244%

2

Parsseter

0.6

671,

£ {fetery
Number of litters examined

Hind limb extension

Hind timb splay
Intermittent head tremors
Limited use of hind limb(s)
whole body tremors

F

E Litters
Number of litters examined

Nind |imb extension

Hind limb splay
Intermittent head tremors
Limited use of hind Limb(s)
Whole body tremors

E; litters
Number of litters examined

Wind limb extension

Hind Lisb splay
Intermittent head tremors
Limited use of hind Limb(s)
whole body tremors

30

0O000OC

28

00000

19

[~-X-N-X-¥-]

22

[-N-X~N-~¥X-1

ri4

000-+0

(=X -N-R-XK-]

25

00000

26

00000

0O00QOO0O

~NVoow m

SO0 =

Date were entracted from Study No. TT #91-715-0, Tebles A-356, A-37, end A-64.
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F@a5@ réag INSUTuctons On revearse Perore compiennyg rorm.

. : United States Registration OPP |dentifier Number
SEPA Environmental Protection Agency Amendment
Washington, DC 20460 x | Other

Application for Pesticide - Section |

1. Company/Praduct Number 2, EPA Product Manager 3 Proposed Classification
100-902 Thomas Harris
4. Company/Product (Name) PM# [(x ] None  [__] Restricted
Emamectin Benzoate Technical IRB
5. Name and Address of Applicant (Include ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3(c)(3) (b)),
Syngenta Crop Protection, Inc. my praduct 1s similar or identical in composition and labeling to;
P. O. Box 18300
Greensboro. NC 27419 EPA Reg. No.
|:| Check if this is a new address Product Name
Section - Il
[} Amendment - Explain below. [x_] Final printed labels in response to
Agency letter dated February 23, 2004
Resubmission in response to Agency letter dated ] "Me Too" Application.
Notification - Explain below. (] other - Explain below.

Explanation: Use additional page(s) if necessary. (For Section | and Section |l.).

Syngenta Crop Protection, Inc. hereby submits 3 copies of final printed labeling in response to the EPA acceptance letter
dated February 23. 2004. This labeling incorporates the following changes to the Directions for Use site list that were
required in the Agency letter:

e The term “turnip greens” has been expanded to “turnip greens (tops, leaves)”.

* “Turnip greens (tops, leaves) only: For use on turnip varieties grown for {eaves only. Do not use on turnip
varieties grown for roots or dual-purpose varieties grown for roots and leaves.” has been added as a footnote to
the above phrase.

The miniature version shows layout of text as it appears on the actual container. The larger print copies are supplied to
help facilitate review and duplication. The label copy code is SCP 902A-L1G 0504.

Section - I

1. Material This Product Will Be Packaged In:
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container
Yes* Yes Yes Metal

No No No Plastic
p Glass
Certification must If*Yes® No. per If “Yas” No. per Paper
be submifted Unit Packaging wgt. Container | Unit Packaging wgt. container Other (Specify)
3. Location of Net Contents Information 4  Swze(s) Retail Container 5 Location of Label Directions
On Label
(] Label [] container [ On Labeling accompanying product
6. Manner in Which Label is Affixed to Product Lithograph [] other
Paper giued
Stenciled
Section - IV
1. Contact Point (Complete itarms diractly below for raentification of individual fo be cornacied, if necessary, to ss this application.)
Name Title Telaphone No. ‘lnllde Area Code)
Carolyn F. Brinkley Sr. Regulatory Product Manager | (336)632-2838744° §
Insecticides
Caertification 6. Date Application

| cartify that the statements | have made on this form and all attachments thereto are true. accurate and complete Received oqqee0

| acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment or N {Stampefl) ¢ ¢

both under applicabie law. seevee concee
2, Signaturg o . 3. Title seee e o

; f Sr. Regulatory Product Manager cees® °*
-- | Insecticides . *cet
sesee

4. Typed Name 5. Date e
Carolyn F. Brink¥y June 8, 2004 sas
EPA Form 8570-1 (Rev, 8-94) Previous editions are obsolete. ease

EPA-FRM (G - CA-DOC - REGAFFRS] w¥76)



vith PR NOﬁC:dsz-Z
. TR .'zlut'-_' . {
s 5 on raft 1abeling
FEB 23 204

Emamectin Benzoate
Technical

An insecticide for fO(muIation into end-use
insecticide products intended for non-domestic
terrestrial outdoor food use.

Active Ingredient:

Emamectin Benzoate (CAS No, 155569-91-8} ... .......... 97.0%
Other Ingredients: 3.0%
Total: 100.0%

KEEP OUT OF REACH OF CHILDREN.

DANGER/PELIGRO

Si usted no entiende la etiqueta, busque a alguicn para que se la expliquc a
usted en detalle. {If you do not understand the label, find someone to
explain it to you in detail.)

See additional prucautionary statements on label.

EPA Reg. No. 100-902
EPA Est. 41448-5W.1

Praduct of Switzerland

Product ID. 28075

Net Contents
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Carolyn F. Brinkley Syngenta Crop Protection, Inc.
s n enta Sr. Regulatory Product Manager P, O. Box 18300
Regulatory Affairs 410 Swing Road

June 7, 2004

carolyn. brinkigy® syneenta.com Greensharo, NC 27419-8300
{336) 632 2838

Mr. Thomas Harris
Insecticide-Rodenticide Branch

U.S. Environmental Protection Agency
Office of Pesticide Programs

Ariel Rios Building

1200 Pennsylvania Ave, NW
Washington, DC 20460-0001

SUBJECT:

EMAMECTIN BENZOATE TECHNICAL

EPA REG. NO. 100-902

AUTHORIZATION FOR EPA-FDA DISCUSSION OF SPECIFIED
TWO-GENERATION REPRODUCTION STUDY

Dear Mr. Harris:

Syngenta Crop Protection, Inc. hereby authorizes toxicologists with the Office of
Pesticide Programs Health Effects Division of the U.S. Environmental Protectior
Agency to discuss the below-cited study with FDA toxicologists. This authorization
is limited to a discussion of this study, solely with respect to Schering-Plough
Animal Health’s application for FDA approval of an emamectin—based product
known as Slice™ (emamectin benzoate 0.2% Type A medicated article for
salmon), INAD 010-418). Slice™ is proposed for use in the feed of “~~n-raised
fish primarily for the control of sea lice.

EPA MRID No. CITATION

42851511

Lankas, G. (1993) MK-0244: Two-Generation Dietary
Reproduction Study in Rats: Lab Project Number: 618-
244-TOX49: TT #91-715-0: AS-3446. Unpublished
study prepared by Merck Research Labs.

This authorization is qualified to the extent, however, that. (1) neither
Schering-Plough Animal Health, nor any person other than the
Administrator shall have access to or reference said data, and/or EPA
MRID number unless specific authorization to that effect is provided in
writing by Syngenta Crop Protection, Inc. “** this a ** orization shall not be
const~-ed as authorization for the EPA to discuss with the FDA any
Syngc..ta data, dire _ly or indirectly, in support of any subsequent
application submitted by Schering-Plough Animal Health or any other
person to the FDA or the EPA including, without limitation, applications for
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new registration or amended registrati  (3) this authorization shall not be
transferred by Schering-Plough Animal Health in any manner whatsoever
without express prior written consent of Syngenta and (4) this
authorization shall terminate upon the conclusion of discussion of the
study between EPA and FDA.

Sincerely,

e i K il

Y } pRe g (/
Carolyn F. Brinkley
Sr. Regulatory Product Manager

Regulatory Affairs

cc:  Dr. Louis T. Mulligan
Team Leader - Toxicology Team
Division of Human Food Safety (HFV-150)
C/O Document Control Uni  HFV-199)
Center for Veterinary Medicine
Food and Drug Administration
7500 Standish Place
Rockville, MD 20855
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S. Reasons

C. Moseley

C. Biggers
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& Carolyn F, Brinkley Syngenta Crop Protection, Inc.
s n ent a Sr. Regulatory Product Manager  P. O. Box 18300
y Regulatory Affairs 410 Swing Road

carolyn, brinkley®syngenta.com Greensboro, NC 27419-8300
(336) 632 2838

June 7, 2004

Mr. Thomas Harris
Insecticides-Rodenticides Branch
Office of Pesticide Programs (7504C)
U.S. Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, N.W.
Washington, DC 20460

SUBJECT: EMAMECTIN BENZOATE TECHNICAL
EPA REG. NO. 100-902
ATTACHED AUTHORIZATION FOR EPA-FDA DISCUSSION OF
SPECIFIED 2-GENERATION REPRODUCTION STUDY

Dear Mr. Harris:

Schering-Plough Animal Health, is pursuing an FDA approval of an emamectin —
based product known as Slice™ (emamectin benzoate 0.2% Type A medicated
article for salmon), INAD 010-418). Slice™ is proposed for use in the feed of
farm-raised fish primarily for the control of sea lice. One of the studies that is
needed to support this FDA approval of emamectin is on file with the EPA and
supports Syngenta Crop Protection, Inc's. registrations of emamectin benzoate
on crops. The study is:

EPA MRID No. CITATION
42851511 Lankas. G. (1993) MK-0244: Two-Generation Dietary
Reproduction Study in Rats: Lab Project Number:
618-244-TOX49: TT #91-715-0. AS-3446.
Unpublished study prepared by Merck Research
Labs.

The FDA scientist reviewing the supporting data for the approval of Slice™ would
like to discuss this study with a member of the EPA’s Health Effects Division. Itis
Syngenta's understanding that the EPA requires Syngenta's authorization prior to
this discussion. The enclosed letter authorizes the FDA and EPA scientists to
discuss this specific study with emamectin with respect to Schering-Plough’s

I -.1ding application for FDA approval of Slice™. This authorization it mited solely
to a discussion of the specified study and is further limited only to the pending
approval for Slice™. The attached letter of authorization further clarifies these
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conditions. If you have any questions or comments about this label, please
contact me. | can be reached at (336) 632-2838.

Sincerely yours,

(iif_n’,,ﬂ—éﬂ_/ --:-;j x@l{»‘;xgjj/

Carolyn F. Brinkley
Sr. Regulatory Product Manager
Regulatory Affairs

cc.  Dr. Louis T. Mulligan
Team Leader - Toxicology Team
Division of Human Food Safety (HFY-150)
C/O Document Control Unit (HFV-199)
Center for Veterinary Medicine
Food and Drug Administration
7500 Standish Place
Rockville, MD 20855
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C. Biggers

K. Brodie/customer service file Schering-Plough
5. Reasons

C. Moseley
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FEE FOR SERVICE
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PRODUCT /RISK MANAGER: (1
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PIN-PUNCH DATE: 72¢f¢+
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WAIVER REQUF

Small Business 100%
Small Business 50%
IR4
Minor Use
Federal/State
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syngenta

£ Svngenta Crop Prodection. bue.  Trl 330 642 A0
Fi0 Bus TR0
Coreenshops, MOTITYD-RA00

WA A S e ni T

March 28, 2003 :-o: : .....
: LE XX ] : E . . » : .
Document Processing Desk (PETN) o .:: e
Office of Pesticide Programs (7504C) et "o
.S, Environmenial Protection Agency enan
401 M Street S W, -ll.l.
Washington, DC 20460 se a
-
Attention: Mr, Thomas Harris, Insecticides Rodenticides Branch
. SUBJECT: PETITION FOR TOLERANCES OF EMAMECTIN BENZOATE

IN OR ON POME FRUIT - 40 CFR 180.505

Dear Mr. Harris,

Syngenta Crop Protection, Inc. is submitting a petition for the establishment of
tolarances of emamectin benzoate in or on pome fruit (Crop Group 11) in 40 CFR
180.505.

In a separate subrnission we are submitting an application to amend the Proclaim
Insecticide label (EPA Reg. No. 100-904) to add directions for use on pome fruil.  In
Syngenta’s recent letter to the EPA regarding the Agency’'s FY 2004 work plan
Syngenta listed this petition as one of its pricrities. Syngenta also plans to submit, by
June 1, 2003, a rationale supporting the classification of this proposed use as an

. organophosphate replacement.

The accompanying residue studies in apples and pears, the representative
commodities for the pome fruit crop group, support the petition for tolerances:

Commodity * Proposed Tolerance (ppm)
| Pome Fruit {Crop Group 11) ) 0.02 ppm
Apple pornace {wet) Residue data indicate that no tolerance is needed
Apple/Pear Juice

in addition to the enclosad petition for tolerance Syngenta is submitting the following:
1. Crop residue data in apples and pears

2_ A Notice of Filing as required by the FQPA for publication in the
Federal Register.

Based on the March 13, 2002 Federal Register Notice “Pesticide Tolerance
Processing Fees”, we calculated the required fees for this tolerance as follows:
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Syngenta Crop Protection, Inc.
March 31, 2003

Page 2 of 2
Highest | Proposed | Required Justification for Fee ]
Existing Tolerance Fee Section 180.33 (b& h)Y 2002 FR Notice
Tolerance . . o
0.025 ppm 0.02 ppm $17,750 + Each petition or request for eslablishment
- pome $ 1175 of a tolerance at a lower numerical level
fruit crop $18,925 or levels than a tolerance already
group eslablished for the same pesticide
chemical shall be accompanied by a lee
No ot $17,750 plus $1,175 tor each raw
lolerance agricultural commodity on which a
required tolerance is requested. Fach petition or
for apple request for a crop group lolerance,
pomace or regardiess of the number of raw
juice agnicultural commodities, shall be
based on accompanied by a fee equal to the fee
residue required by the analogous category for a
study single tolerance thal is not a group
| results. tolerance.

Syngenta is sending a copy of this letter and a check in the amount of $18,925 to the
EPA Headquarters Accounting Operations Branch in Pittsburgh, PA.

Thank you for your consideration of this petition. If you have any questions, please
contact me at (336) 632-2391 or via e-mail at carolyn.brinkley @ syngenta.com .

Sincerely,

Carolyn F_&finkley
Si. Regulatory Product Manager
Regulatory Atfairs

cc: EPA Headquarters Accounting Operations Branch

Enclosures: Volume 1 of 2 - Transmittal Document

Volume 2 of 2 — Emamectin Benzoate Final Report — MK-0224 —
Magnitude of the Residues in on on Crop Group 11: Pome Fruit

Petition for Tolerance
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*Manufacturing process information may be entitled to confidential treatment*

Syngenta Crop Protection, Inc Tel 336 632 6000
F.Q. Box 18300
Graenshorgz, NG 27419-8300

Carolyn F. Brinkley

Sr. Regulatory Praduct Manager
Syngenta Crop Protection, Inc

Phone: {3386) 532-2838

Fa: [336) 292-6374

E-mail: carclyn.brinkleygsyngenta.com

Confidential

July 21, 2003 .‘“_
Document Processing Desk [AMEND] - .-
Office of Pesticide Programs (7504C} Tszees s Tae

U.S. Environmental Protaction Agency .”:: S
Ariel Rios Building et .
1200 Pennsylvania Avenue, N.W. vaes

WBShiﬂgtOn, DC 20480 "o on’

Attention:  Mr. Thomas Harris
Insecticide-Rodenticide Branch

SUBJECT: EMAMECTIN BENZOATE TECHNICAL
EPA REG. NO. 100-802
NEW SPECIFICATIONS BASED ON FULL-SCALE PRODUCTION IN
SWITZERLAND

Gentlemen:

In 2001 Syngenta Crop Protection, Inc. submitted a revised basic and alternate
confidential statement of formula and supporting product chemistry data for Emamectin
Benzoate Technical, EPA Reg. No. 100-902. The purpose of the revision was to change
the production location from the United States to Switzerland. The data that were
submitted in 2001 were based on pilot scale production data. Now that full-scale
production for Emamectin Technical has been ongeing in Switzerland for approximately
one year the preliminary analysis, by-products and certified limits for emamectin benzoate
have been refined. Therefore, Syngenta is submitting an addendum to the product
chemistry data submitted to the EPA in 2001 (EPA MRID No. 45420801) and a revised
basic and alternate confidential statement of formula for Emamectin Benzoate Technical.

Because the specifications of Emamectin Benzoate Technical are confidential, piease
consider the information in this letter and the accompanying data CBl. The changes are
summarized as follows:




Page 2 of 3

-

The attached Data Sheet explains these changes in greater detail, If you have any
guestions about these revisions, please contact me. | can be reached at (336) 632 2838.

Sincerely,

Carolyn F. Brinkley
Sr. Regulatory Product Manager
Regulatory Affairs

—

Enclosures: Volume 1 of 2 = Transmittal Document
Volume 2 of 2 - Manufacturing Process Description and Supporting Data for
Emamectin Benzoate Technical {Addendum to MRID
45420801)

-

e

*Manufacturing process information may be entitled to confidential treatment*
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bee:  Kimberly Clark
RA file 100-802/Updated CSF 7-21-03
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bee: J Reynolds/L. Phelps
3. Miller
C. Savinelli
RA file 100-802/Revised C5F + data
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Cradient Progranm Time {min] 10% borax MeOH ACH
buffer scl.
in water pHY

0 500 C 50
15 i 5 55
20 300 15 Hh
5 > G 25
50 -0 35 45
60 10 40 50
&h 10 40 54
6o 54 ) 50
T4 50 0 50
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CONFIDENTIAL APPENDIX

EP [x MP PRODUCT CHEMISTRY REVIEW

BARCODE No.:_[D299038 REG./File Symbol No.:_100-%02 =
PRODUCT NAME:_ Emamectin Benzoate Technical
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S e, UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
3 WASHINGTON, D.C. 20460
3

August 6, 2003
OFFICE OF

IMREWVEXTLION, PEETICITIVS AMD

TOMTC STBSTANCES
SYNGENTA CROP PROTECTION, INC

PO Box 18300

GREENSBORO, NC  27419-8300

Report of Analysis for Comphance with PR Notice 86-5

Thank you for your submittal of 24-JUL-03. Our staff has completed a preliminary
analysis of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of
data contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with

Master Record TD's (MRIDs) assigned to each document submitted. Please use these numbers in

all future references to these documents, Thank vou for your cooperation. If you have any

questions concerming this data submmssion, please raise them with the cognizant Product Manager,

to whom the data bave been releaszed.
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Syngenda Crop Protection, Ine. Tl 735 032 a0
Syngernita-Crop'Protection, Ine Tel 336 632 §000
P.OLBox- 483000 274154300
Greensboro, NC 27419-8300

e N EN AR Y
syngenta T bt

*Manufacturing process information may be entitled to confidential treatment*

Sr. Regulatory Product Manager
Syngenta Crop Protection, Inc

Phone: (328) /832-2838

Fax: {326) 2926374

E-mail: earolyn brinkley@syngenta.com

Confidential

July 21, 2003

Document Processing Desk [AMEND]
Office of Pesticide Programs (7504C)
U.5. Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, N.W.
Washington, DC 20460

Atterntion:  Br. Thomas Harris
Insecticide-Rodenticide Branch

SUBJECT: EMAMECTIN BENZOATE TECHNICAL
EPA REG. NO. 100-902
NEW SPECIFICATIONS BASED ON FULL-SCALE PRODUCTION IN
SWITZERLAND

Gentlemen:

In 2001 Syngenta Crop Protection, Ine. submitted a revised basic and alternate
confidential statement of formula and supporting product chemistry data for Emamectin
Benzoate Technical, EPA Reg. No. 100-802. The purpose of the revision was to change
the production location from the United States to Switzerland. The data that were
submittad in 2001 were based on pilot scale production data. Now that full-scale
praduction for Emamectin Technical has been ongoing in Switzerland for approximately
one year the preliminary analysis, by-products and certified limits for emamectin benzoate
have been refined. Therefore, Syngenta is submitting an addendum to the product
chemistry data submitted to the EPA in 2001 (EPA MRID No. 45420801) and a revised
basic and alternate confidential statement of formula for Emamectin Benzoate Technical.

Because the specifications of Emamectin Benzoate Technical are confidential, plecse
consider the information in this letter and the accompanying data CBl. The changes are
summarized as follows:
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*Manufacturing process information may be entitled to confidential treatment*

-

Page 2 of 3

The attached Data Sheet explains these changes in greater detail. If you have any
questions about these revisions, please contact me. | can be reached at (336) 632 2838.

Sr. Regulatory Product Manager
Regulatory Affairs

Enclosures: Volume 1 of 2 — Transmittal Document
Volume 2 of 2 — Manufacturing Process Description and Supporting Data for
Emamectin Benzoate Technical (Addendum to MRID
45420801)
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VOLUME 1 OF 2 OF SUBMISSION
(TRANSMITTAL DOCUMENT)
1. Name and Address of Submitter
Syngenta Crop Protection, Inc.
P.O. Box 18300
Greensboro, NC 27419
2. Regulatory Action in Support of which this Package is Submitted

Emamectin Benzoate Technical New Specifications Based on Full-Scale Production in
Switzerland

3. Transmittal Date

07/22/2003
List of Submitted Studies
VOL E STUDY EP
BER NUMBER || TITLE GUIDELINE
MBER
[Tof2 Transmmal Documenl [Nt Apphcable
20(2 Manufacturing Process Description and 830.1550, 830.1700,
4611404 ) Supporting Data for Emamectin Benzoate 830.1750, 830.1800
b Technical (Addendum to MRID 45420801)
(1543, 414774, PC-02-075)

Company Official: Carolyn F. B-~Vley .
(Name) (Signature)

Company N: '  SYNGENTA CROP PROTECTION, INC.

Company Contact: Carolyn F. Brinkley 336-632-2838
(Name) Jhone)

Page 10f 1
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D S UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
Ed h T WASHINGTON, D.C. 20460

3 _

o, mﬁpﬁ

Apnt 14 2004
GHRRCE W1
FREEN LN, BR3 TS AN
TN SRS TANTES

PIEASE RETURN A COPY OF THIS LETTER WITH PAYMLENT

OPP Decision Number: D-33833]

EPA File Symbol or Registration Number: 100-902

Product Name: EMAMECTIN BENZOATE TECHNICAL
EPA Receipt Dater 24-Jul-2003

EPA Company Number: 100

Company Name: SYNGENTA CROP PROTECTION. INC.

CAROLYN BRINKLEY
SYNGENTA CROP PROTLECTION, INC.
ATTN: REGULATORY AFFAIRS

- POy Box 183040

GREENSBORQO, NC  27419-8300

SUBJECT: Receipt of Registration Service Fee Voluntary Payment Notice
Dear Registrant:

The Office of Pesticide Programs has reccived your Notice of Intent to Submit Valuntary
Pavment {or the action described belaw.,

The Action has been identified as Action Code: R34

NON-FAST-TRACK (INCLUDES CHANGES TO PRECAUTIONARY LABEL
STATEMENTS: SOURCE CHANGES TO AN UNREGISTERED SOURCE):

The net amount due was calculated by determining the tee associated with this action (from
the March 17, 2004 Federal Register Notice), calculating the amount of work that has been
completed on the particular action, and reducing the basic fee by the appropriate percentage of
work completed. This amount was further reduced by the amount of any tolerance fee paid in
association with this action if applicable.
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Piease read instructions on reverse before completingﬁmn.
——

United States Reglstration OFP Identifier Number
SEPA Environmental Protection Agency Amendment
Washington, DC 20460 X | Other
Application for Pesticide - Section |
1. Company/Product Numbsr 2.  EPA Product Manager 3. Proposed Classification
100-902 John Hebert
4, Company/Product (Name) PM# X1 None D Restricted
Emamectin Benzoate 4
5. Name and Address of Applicant {incfuds ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3{c)(3) (b)(i),
Syngenta Crop Protection, Inc. my product is similar or identical in composition and labeling to:
P. O. Box 18300
Greensboro, NC 27419 EPA Reg. No.
[ check it mis is a new address Product Name
Section - Il
[] Amendment - Explain below. [7] Final printed labels in response to
Agency letter dated
[ Resubmission in responseto Agencyletterdated ______ [__] “Me Too" Application.
[T Notification - Explain below. [(X_] Other - Explain below.

Explanation: Use additional page(s) if necessary. (For Section | and Section I1.)

VOLPAY

Offering Voluntary Fee Payment under PRIA for Emamectin Benzoate (EPA reg # 100-902) requesting approval of a new
production site. Submitted 7/29/2003.

R34/89, $3.000

E-mail: Carolyn.Brinkley @ syngenta.com
Fax: 1-336-292-6374

Section - Ill
1. Material This Product Will Be Packaged In:
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type ot Container
Yes* Yes Yes Metal
No No No Plastic
Glass
*Certification must If *Yes" No. per f “Yes* No. per Paper
submitted Unit Packaging wgt. container | Unit Packaging wgt. container Other (Specify)
3. Location of Net Contents information 4, Size(s) Retail Container 5. Location of Label Directions
On Label
] Label [] container On Labsling accompanying product
8. Manner in Which Label is Affixed to Product Lithograph [] other
Paper glued
Stenciled LLLLR
ALRS
Section - IV °« e
1. Contact Point (Compilste items directly below for identification of individual to be contacted, if necessary, to process this appliaation.9
Name Title Fhepee .
Senior Regulatory Product Manager o e ee ®
Caro.yn F. Brinkley .1;:%3.6;: -2839 ¢ es *
A, Y % X )
Certification ves 6.0 pate! plication
| certify that the statements | have made on this form and all attachments thereto are true, accurate and compTe'to. . ece.__d
| acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment o *°* . {Stamped)
both under applicable law. .00,
2. Signature 3. Tie o0
Senior Regulatory Product Manager TR
p LN : L]
4. Typed Name 5. Date
3/23/2004
Carolyn F. Brinkley

EPA Form 8570-1 (Rev. 8-94) Pravious editions are obsolete.

EPA-FRM [G - CA-DOC - REGAFFHS16/475
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Thomas Harris Ta: Stephanie Sysio/DC/USEPA/US@EPA
i cc. Ben Smith/DC/USEPA/US@EPA, Stephanie
f 03/30/2004 01:56 PM Syslo/DC/USEPA/US@EPA, Thuy Nguyen/DC/USEPA/US@EPA
Subject. Re: emamectin - estuar/marine invert studyEl

No problem. I'll extend the registrations for another year to 5/1/05.

Trying to remember that there is an expiration date is a bit of a probiem. We're trying to get a field
added in OPPIN to track this sort of thing. Some time before the registration is set to expire it should
start flashing red, making noise, and generally reminding us to take care of it. It can cause a huge legal
mess if we forget and the registration expires (it happened once in our branch),

So ... if EFED could just get the review done by the end of the calendar year (well in advance of when
the expiration comes up again) it would be great. In addition, I'll put a note on my calendar to remind
you next February if it's not done. Actually, this might be a good study to give a new hire since | expect
the results are just confirmatory.

Tom Harris
EPA/OPPTS/OPP/RD/IRB

(703) 308-9423
harris.thomas@epa.gov

visit http://www.epa.gov/pesticides

Stephanie Sysio
Stephanie Syslo To: Thomas Harris/tOC/USEPA/US@EPA
Sent by: Stephanie Syslo cc: Thuy Nguyen/DC/USEPA/US@EPA, Ben Smith/DC/USEPA/US@EPA

Subject: Re: emamectin - astuar/marine invert studyE]
03/30/2004 09:40 AM

Tom,

’ | know you asked Thuy the question, but since this is a scheduling issue, | need to chime in. ERB 3
doesn't have a biologist assigned to this chemical, and we're way shorl on biologists right now. So, there
’ iS no way we can get the review done for you by mid-April. Sorry.

‘ . Just interested: Is the extension just for a year? If so and if it does not cause problems for you, could
you please noodge us again about 3 months before the registration expires, so we can get it done for
’ you? We'll be in better shape after we get all our biologists on board and trained. Thanks.

Steph
305-6355
| Thuy Nguyen/DC/USEPA/US@EPA

Thuy To: Stephanie Syslo/DC/USEPA/US@EPA
\ Nguyen/DC/USEPAIUS cc:
@EPA Subject: emamectin - estuar/marine invert study

03/29/1993 08:59 PM
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

PSS WASHINGTON, D.C. 20460
;] &8
%;uéj OFFICE OF
12 et PREVENTION, PESTICIDES

AND TOXIC SUBSTANCES

February 23, 2004

Carolyn Brinkley
Syngenta Crop Protection, Inc.
PO Box 18300

. Greensboro, NC 27419

’ Subject: Emamectin Technical, EPA Reg. # 100-902
label amendment submitted 8/29/03
accepted with comments

Dear Ms. Brinkley,

The revised labeling reference to above, submitted in connection with the
registration under the Federal insecticide, Fungicide, and Rodenticide Act (FIFRA),
as amended, is acceptable provided you incorporate the changes required by the
Agency as listed below.

Topi Action requir
Direction: or Use EXPAND the term "turnip greens" to "turnip
sitc st , greens (tops, leaves)".

ADD a footnote to the new term turnip greens
(tops, leaves) term that reads:

"Turnip Greens (tops, leaves) only: For use on
turnip varieties grown for leaves only. Do not
use on turnip varieties grown for roots or du=!-
purpose varieties grown for roots and leaves
[this is text is from 100-904]

Suoumit two (2) copies of your final printed labeling incorporating the above changes
prior to releasing your product for shipment. If the above provisions are not
complied with the registration will be subject to cancellation in accordance with

oo 1% 1 8



FIFRA Section 6{e}. Your release for shipment of the product bearing the amended
labeling constitutes acceptance of these conditions.

A copy of your label stamped “accepted with comments” is enclosed for your
records.

If you have any guestions please contact me at (703) 308-9423 or
Harris. Thomas@EPA.gov.

Sincerely yours,

Thomas C. Harris

Insecticide / Rodenticide Branch
Registration Division {7505C)
Office of Pesticide Programs

enclosure

e 419



Emamectin Benzoate Technical

An insecticide for formulation into end-use insecticide products intended for non-
domestic terrestrial outdoor food use.

Active Ingredient:

Emamectin Benzoate (CAS No. 155569-91-8)........cccoiiiiiiiiiiiniiiiiiiicicciieecc e 97.0%
Other Ingredients: 3.0%
Total: 100.0%

KEEP OUT OF REACH OF CHILDREN
DANGER/PELIGRO

Si usted no entiende la etiqueta, busque a alguien para que se la explique a usted en
detalle. (If you do not understand the label, find someone to explain it to you in detail.)

See additional precautionary statements on label.

EPA Reg. No. 100-902

ACEEFTED
o with COMMENTES
in EPA Letter Duted

Product ID. I o o
A Under the Fodural lufa'rﬁdde.

Fuangicide, and H!xiwy(,h.ul.l:- Ao

a8 amem%cd. lfﬂ‘l’ﬂl;'l.u: L-::u\:i:
SCP 902A-L(Draft C) e

Net Contents



FIRST AID
If in eyes ¢ Hold eye open and rinse slowly and gently with water for 15-20
minutes.
¢ Remove contact lenses, if present, after the first 5 minutes, then
continue rinsing eye.
o Call a poison control center or doctor for treatment advice.
If swallowed e Call a poison control center or doctor immediately for treatment
advice.
Have person sip glass of water if able to swallow.
Do not induce vomiting unless told to do so by a poison control
center or doctor.
Do not give anything by mouth to an unconscious person
Take off contaminated clothing.
clothing Rinse skin immediately with plenty of water for 15-20 minutes.
. Call a poison control center or doctor for treatment advice.
if inhaled Move person to fresh air.

| If person is not breathing, call 911 or an ambulance, and then

give artificial respiration, preferably mouth-to-mouth, if possible.
e (Call a poison control center or doctor for treatment advice.

NOTE TO PHYSICIAN

Probably mucosal damage may contraindicate the use of gastric lavage.
Early signs of intoxication include dilated pupils, muscular incoordination, and muscle
tremors. If toxicity from exposure has progressed to cause severe vomiting, the extent
of resultant fluid and electrolyte imbalance should be gauged. Appropriate supportive
parenteral fluid replacement therapy should be given, along with other required
supportive measures (such as maintenance of blood pressure levels and proper
respiratory functionality) as indicated by clinical signs, symptoms, and measurements.

If on skin or

In severe cases, observations should continue for at least several days until clinical
. condition is stable and normal. Since emamectin benzoate is believed to enhance
GABA activity in animals, it is probably wise to avoid drugs that enhance GABA activity
(barbiturates, benzodiazepines, valproic acid) in patients with potentially toxic
emamectin benzoate exposure.
Have the product container or label with you when calling a poison control center or
doctor, or going for treatment.

HOT LINE NUMBER Jeeee,
For 24 Hour Medical Emergency Assistance (Human or Animal)or  ****®

Chemical Emergency Assistance (Spill, Leak, Fire, or Accident), ¢ s .«

oned

Ca" esened e
1-800-888-8372 D0l e,

| g,

l Jooee




PRECAUTIONARY STATEMENTS

Hazards to Humans and Domestic Animals
Danger/Peligro

Corrosive. Causes irreversible eye damage. Do not get in eyes or on clothing. Wear
protective eyewear (goggles, face shield, or safety glasses). May be fatal if swallowed.
Wash thoroughly with soap and water after handling and before eating, drinking, or
using tobacco. Remove and wash contaminated clothing before reuse.

Environmental Hazards

This pesticide is toxic to fish, birds, mammals, and aquatic invertebrates. Do not
discharge effluent containing this active ingredient into lakes, streams, ponds, estuaries,
oceans, or other public waters, unless in accordance with the requirements of a
National Pollutant Discharge Elimination System (NPDES) permit, and the permitting
authority has been notified in writing prior to discharge. Do not discharge effluent
containing this product into sewer systems without previously notifying the local sewage
treatment plant authority. For guidance, contact your State Water Board or Regional
Office of the EPA.



CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY

NOTICE: Read the entire Directions for Use and Conditions of Sale and Limitation of
Warranty and Liability before buying or using this product. If the terms are not
acceptable, return the product at once, unopened, and the purchase price will be
refunded.

The Directions for Use of this product should be followed carefully. It is impossible to
eliminate all risks inherently associated with the use of this product. Crop injury,
ineffectiveness or other unintended consequences may result because of such factors
as manner of use or application, weather or crop conditions, presence of other materials
or other influencing factors in the use of the product, which are beyond the control of
SYNGENTA CROP PROTECTION, Inc. or Seller. All such risks shall be assumed by
Buyer and User, and Buyer and User agree to hold SYNGENTA and Seller harmless ror
any claims relating to such factors.

SYNGENTA warrants that this product conforms to the chemical description on the label
and is reasonably fit for the purposes stated in the Directions for Use, subject to the
inherent risks referred to above, when used in accordance with directions under normal
use conditions. This warranty does not extend to the use of the product contrary to
label instructions, or under abnormal conditions or under conditions not reasonably
foreseeable to or beyond the control of Seller or SYNGENTA, and Buyer and User
as=''me the risk of any such use. SYNGENTA MAKES NO WARRANTIES OF
MEKCHANTABILITY OR OF FITNESS FOR A PARTICULAR PURPOSE NOR ANY
OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT AS STATED ABOVE.

In no event shall SYNGENTA or Seller be liable for any incidental, consequential or
special damages resulting from the use or handling of this product. THE EXCLUSIVE
REMEDY OF THE USER OR BUYER, AND THE EXCLUSIVE LIABILITY OF
SYNGENTA AND SELLER FOR ANY AND ALL CLAIMS, LOSSES, INJURIES OR
DAMAGES (INCLUDING CLAIMS BASED ON BREACH OF WARRANTY,
CONTRACT, NEGLIGENCE, TORT, STRICT LIABILITY OR OTHERWISE)
RESULTING FROM THE USE OR HANDLING OF THIS PRODUCT, SHALL BE THE
RETURN OF THE PURCHASE PRICE OF THE PRODUCT OR, AT THE ELECTION
OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT.

SYNGENTA and Seller offer this product, and Buyer and User accept it, subject to the
foregoing Conditions of Sale and Limitation of Warranty and of Liability, which méY'ﬁot

be modified except by written agreement signed by a duly authorized representatlve.of
SYNGENTA.
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DIRECTIONS FOR USE

It is a violation of Federal law to use this product in a manner inconsistent with its
labeling.

This product may be used only for the formulation of end-use insecticide products
registered by the EPA for use on leafy vegetables, including Brassica, turnip greens,
fruiting vegetables, cotton, and tobacco.

STORAGE AND DISPOSAL

Do not contaminate water, food, or feed by storage or disposal.
Pesticide Storage

Store in a tightly closed onglnal container in a cool, dry place. Do not store near food or
feed.

Pesticide Disposal

Pesticide wastes are acutely hazardous. Improper disposal of excess pesticide, or
rinsate is a violation of Federal law. [f these wastes cannot be disposed of by use
according to label instructions, contact your State Pesticide or Environmental Control
Agency, or the Hazardous Waste representative at the nearest EPA Regional Office for
guidance. Pesticide that cannot be used or chemically reprocessed must be disposed
of according to federal, state, or local procedures under the Resource Conservation and
Recovery Act.

Container Disposal

Bulk
Thoroughly clean container before reuse. Consult Federal, state, or local disposal
authorities for approved alternative procedures.

250 Gal. Mini Bulk
This is a refillable container that must be returned to an authorized Syngenta refifitig.

facility for refilling or disposal. Before refilling, inspect thoroughly for damage suchas
cracks, punctures, bulges, dents, abrasions, and damaged or worn threads on dlebure
devices. After filling and before transporting, check for leaks. Do not refdrpr transport
damaged or leaking container.
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Other Containers

Triple rinse (or equivalent). Then offer for recycling or reconditioning, or puncture and
dispose of in a sanitary landfill, or by other procedures approved by state and local
authorities.

CONTAINER IS NOT SAFE FOR FOOD, FEED, OR DRINKING WATER.
Note: For minor spills, leaks, etc. follow all precautions indicated on this label and

clean up immediately. Take special care to avoid contamination of equipment and
facilities during clean up and disposal of wastes. .

Emamectin Benzoate Technical and the Syngenta logo are trademarks of a Syngenta
Group Company.

©2003 Syngenta

For non-emergency (e.g. current product information)
call Syngenta Crop Protection, Inc. at 1-800-334-9481

Syngenta Crop Protection, Inc.
Greensboro, North Carolina 27409
www.syngenta-us.com

SCP 902A-L(Draft C)

EMA BEN TEC 902A-L(Draft C)clean-lg-8-20-03 000100-00902.20030820.c.PDF
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Chron

August 30, 2001 - draft revised label to EPA, revised first aid statements according to
PR Notice 2001-1, revised ingredient statement according to new CSF and prod. chem,
revised and added storage and disposal statements, specified on front panel end-use
product uses supported for this active ingredient. Corrected label by adding Spanish
signal word and waming statement, deleted chemical name of active — common name
and CAS no. are sufficient, changed all references to Novartis to Syngenta and
replaced Warranty statement with new Syngenta Warranty Statement, changed country
of origin to Switzerland, revised ingredient statement per PR Notices 97-5 & 97-6

July 31, 2003 — In July, EPA set new tolerances for emamectin: leafy vegs crop group,
Brassica leafy vegs group, turnip tops, cotton and EPA approved a new use on tobacco.

August 20, 2003 - Draft — Added new approved uses, deleted Skull and Crossbones
and “Poison”, revised order of First Aid statement, made minor non-notif changes.



0 T UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON, D.C. 20460
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September 9, 2003
OFFICE OF
PREVENTION, PESTICIDES AND
FOXIC SUBSTANCES

KAREN V., TRIPP

SYNGENTA CROP PROTECTION, INC.
PO Box 18300

GREENSBORO, NC 27419-8300

PRODUCT NAME: EMAMLECTIN BENZOATE TECHNICAL
COMPANY NAME: SYNGENTA CROP PROTECTION, INC.
OPP IDENTIFICATION NUMBER: 292929

EPA FILE SYMBOL: 100-902

EPA RECEIPT DATE: 09/04/03

SUBJECT: RECEIPT OF AMENDMENT
DEAR REGISTRANT:

The Oftice of Pesticide Programs has received your application for an amendment and it
has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be [orwarded to the Product Manager for review to

determinc its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Tecam
1, at (703) 305-7546.

Sincerely,

I'ront End Processing Staff
Information Services Branch
Information Resources and Services Division
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Carolyn F. Brinkley Syngenta Crop Protection, Inc.
Sr. Regulatory Product Manager  P. O. Box 18300
Rasudatnry Affnice 410 Swing Road

Greensborg, NC 27419-8300

123U} VIL LOJ0

August 26, 2003

Document Processing Desk [AMEND]
Office of Pesticide Programs (7504C)
U.S. Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, N.W.
Washington, DC 20460

Attention: Mr. Thomas Harris, Insecticide-Rodenticide Branch

SUBJECT: EMAMECTIN BENZOATE TECHNICAL
EPA REG. NO. 100-902
LABEL REVISION TO INCLUDE NEW END USES APPROVED 8/22/03

Dear Sir or Madam:

On August 22, 2003 the EPA approved a revised labels for the emamectin-based end —
use products, Proclaim® Insecticide and Denim Insecticide (EPA Reg. Nos. 100-904 &
100-903. These new uses included fruiting vegetables, leafy vegetables, Brassica
vegetables, turnip greens, and cotton. As required by the EPA, Syngenta has revised the
label for Emamectin Benzoate Technical to allow formulation of end-use insecticide
products for these new uses. The revised label is attached and changes are marked on
one copy to facilitate review. If you have any questions or comments about this label,
please contact me. | can be reached at (336) 632-2838.

Sincerely yours,

Carolyn F. Brinkley

Sr. Regulatory Product Manager o0
Regulatory Affairs o

Enclosures: 5 copies of revised Emamectin Technical Label - one with sevisions marked
1 copy of revised label on CD ROM ¢ soee

Certfication with Respect to Label! Integrity sogece evee

EPA Application for Registration Form (8570-1) °* ot
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bee: R. Gold

RA file 100-902/Emamectin Technical/Label Revision (new uses approved 8/22/03)

Page 2

K. Clark/Emamectin Technical Label Revision (new uses approved 8/22/03)
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" SYNGENTA CROP 3366322356 017271 '04 11:15 NO.533 01/01

Syngenta Crop Protection, Inc.  “I'ef 336 632 6000
P.O. Box 18300}

Greenshors, NC 27418.830C

WWW.SYRZEaLH. o

syngenta

REQUEST BY FAL
Fax No. (703) 305-6596

January 21, 2004

Mr. Arnold Lane, Chief

Insecticide Branch, Registration Division
Office of Pesticide Programs (7505C)
.S, Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Ave. NW
Washington, DC 20460

Dear M- Lare:

SUBJEr:T: | REQUEST FOR CERTIFICATES OF REGISTRATION

Our Syngenta colleagues in other countries te whon Syngenta Crop Protection, Inc. U.S. supplies
product, require Cenificates of Registration (gold seals) for those products to satisfy their individual
cauntry’s registration requirements. Please provide us with three Certificates of Registration for the

following product(s):

Name of Product EPA Reg. No.
FI 0 LANY! HoT LIS I INTJY

To meet the registratior timelines in the reqJesting countnies, please provide the Certificates of
Registration as soon as possible. If you have any questions ebout this request, please contact me at
the below telephone number. Than< you for your time and assistance.

Sinrarely,
uthlespm (amplell
Autideemim. (ampled
Kathy Campbeli b
1aff Qual'ty Assurance Auditor
Regulatory Affairs

PH 336-632-7672
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APR 10 2003

J.5. ENVIROQNMENTLL PRUTECTION AGENCY
Office of Pesticide Frograms

SYNGENTA CROP PROTECTION, INC.
P.O. BOX 18300
GREENSBORO, NC 274198300

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 04/02/03. Our staff
has completed a preliminary analysis of the material. The results are
provided as follows:

Your submittal was found to be in full compliance with
the standards for submission of data contained in PR
Notice B&-5. A copy of your bibliography is enclosed,
annotated with Master Record ID‘s (MRIDs) assigned to
each document submitted. Please use these numbers in
all future references to these documents. Thank you for
your cooperation. If you have any gquestions concerning
this data submission, please raise them with the
cognizant Product Manager, to whom the data have been
released.
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PO, Box 12300 .
Crecnxboro. NC 27419-3300
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Marcn 28, 2002

Document Processing Desk (AMEND)
Office of Pesticide Programs (7504C)
U.S. Environmental Protection Agency e 2
401 M Street S.W. 3 F&f}uﬂ"/‘q

Washington, DC 20460
Attention: Mr. Thomas Harns, Insecticides Rodenticides Branch -

SUBJECT: EMAMECTIN BENZOATE TECHNICAL, EPA REG. NO, 100-902,
PROCLAIM® INSECTICIDE, EPA REG. NO, 100-804,

. APPLICATION TO ADD POME FRUIT TO PROCLAIM®
INSECTICIDE LABEL

Dear Mr. Harris,

Syngenta Crop Protection. Inc. 1s submitting, separately, a petition for the
establishment of tolerances of emamectin benzeoate in or on pome fruit (Crop Group

}.. This submission is an application to amend the Proclaim Insecticide label to add
directions for use on pome frut. In Syngenta’s recent letter to the EPA regarding the
Agency's FY 2004 work plan, Syngenta listed this petition as one of its priorities.
Syngenta also plans to submit, by June 1, 2003, a rationale supporting the
classification of this proposed use as an crganophosphate replacement.

In support of the tolerance petition for emamectin benzoate in or on pome fruit,
Syngenta submitted residue studies for, the representative crop group commaodities,

apples and ears. Based on this proposed tolerance the Proclaim Insecticide label
. includes the foilowing additional crops that are in the porne fruit group:

apple, crabapple, loquat, mayhaw, Oriental pear, pear and quince

Anticipating the EPA’s upcoming appravat of the use of Proglaim insecticide on fruiting
vegetables, leafy vegetables including Brassica, and turnip tops, we chose to submit
the pending version of the Proclaim Insecticide labal with the proposed additionai use
on pome fruat,

In addition 1o the accompanying petition for tolerance Syngenta is submittire the o
tollowing: -

1. An apptication for amended registration of Proclaim Insectcide (EF4
Form 8570-1) ' '
Certification with Respect to Citation of Data Form
Data Matnx

El

e
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Page 20f 2

4. Six copies of the proposed label — one copy with these revisions
marked:

a. Added pome fruit directions for use

b. Deleted use restrictions from the General Information Section
and created separate use restrictions for vegetables and pome
fruit since some restrictions are not applicable to both crops

c. Inthe vagatable directions for use tabies added the minimum
application interval and the maximum amount allowed per
application and per seasor.

d. Added a statement regarding chemigation to the container
label.

a DeavdenAd Haom Anta oF Han Inhal a0 2098200

THIALIR FUU 1V YU FOVIEW W LIS SPNGEUUET. U YUK FavVe YUuesliunia O AN LS,

please contact me. 1can be reached at (336) 632-2838 or via e-mail at

carolyn.brinkley @ sygenta.com. :

Sincerely,

Carolyn F.
Sr. Regulatory Product Manager
Regulatory Affairs

Enclosures: EPA Application for Amended Registration {8570-1)
Certification with Respect to Citation of Data
Six copies of proposed label — one with revisions marked
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Thomas Harris Ta: caralyn. brinkley@syngenta.com, Charles
_ , T Stafford/DCAUSEPALSEERA,
01/02/2003 03:50 PM e bill.helke@syngenta com, Francs Griffith/DC/USEPA/US@ERPS
Subject: Re: FPW: Send in guantitative emamectin "degradate” stds in the year
2 00

MESSAGES BELOW FOR BOTH SYNGENTA AND EPASACL:

Carolyn {Syngental,
The contact for analytical samples is:
Analytical Chemistry Branch
EPA/OPP/EEAD/ACE
Environmental Science Center
701 Mapes Road
Fort Mead, Maryland 20755-5350  [inchde full zip or it will not get there!)
attr: Charles Staffard
410 305-2914
When you send the samples yvou should alsp include the relevant MSD5 and Cartificate of Amalysis.
I've cc'd the lab so they're aware of what you're working on,
=Tam

Chueck, Dick (EPASACL):

If you read the trail below yow' |l notice that Syngenta is wandering if they should submit what they
hawe now and the rest later or wait until it's all done. 1f you have a preference please let me and
Carolyn Brinkley {Syngenta) know. Thanks.

-Tom

Tom Harris
EPA/OPPTS/OPF/RD/RE
{703} 308-9423
harris.thomas Depa.gov

caralyn . brinkley@syngenta, com

carolyn.brinkley@synge To: Thomas Harris/DC/USEPA/US@EPA
LA GO co billhelke@syngenta.com
01/02/200% 10:40 Al Subject: FibE g.ggd in guantitative emamectin "degradate” stds in the year 2

Hi Teom,

When John Hott wag handling emamectin, EPA asked us to send them analytical
standards for the ema metakeolites. We sent what we had at the time and
agreed to send the rest in 2003, We can provide some of the reguested
material new but net all of it. Are you the contact for this updakte?

»  —————Original Message-———-

wOFrom: Helke Bill USGR

= Dent: Thursday, January 02, 2003 10:24 AM

»= To: Brinkley Caroclyn USGR

» Bubject: RE: Send in quantitative emamectin "degradate" atds in the
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year 2003
Hi Carslyn:

Oh, lucky wyou! Emsmectin is such a lowvely compound to work with in the
lah,

Avcording te phone conversation with John last year, EPFA would take 250
mg. of qualitative standards for their initial work, to be fellowed up
with an additional 250 mg. of "analytical grade" standards once purified.
We shipped the gualitative standards last year and promised to purify
these as time permitted during 2002 and inte 2003,

Purificaticn of these metabolites is not trivial and is only partially
comezlete, To complicate things, sour group size has been reduced by two
Tlaten temps in 2003 - one of theose tempz was the person I had working en
this prejscet, We will continue to work on purification of these but at

> reduced pace as time permits. Status of each is listed bhalow:

> HoAa 438376 = "8, 5-EMA": The most Aifficult ane to purify.
Dagracles

= as vou work with it. Purification is two-step process. First step

» completed; Lengthy second step just started.

S

= NOA 43330° = "AE-la/L'ed9"™: Purified, inwventoried, ready to ship.
=

> HOB 415632 = "MFBla/L®'5957: Purified, inventoried, ready to ship.
=

> HOR 4156%3 = "FABRla/SL'831": Purification is two-step process, First
» step complted, Lengthy second step partially completad.

=

> In light of the abowe and wuntil I =an get 2 better handle on cur initial
> 2003 project workleoad {study starts/etc.), I won't promise anvthing in the
» way of delivery dates for the twe that are not ready. Would vou like us
* to ship the twe that ARE ready te EFA in the interim, or would you prefer
> to walit and ship all feour at the same time?

:;..

= Bincerely,

> Bill

» =====0riginal Message———---

» From: Brimkley Carcliyn USGE

s Bent: Monday, DMecember 23, 2002 1:2% PH

> Toy Helke Bill USGR

» Bubject: FW: Send in ¢gquantitative emamectin “degradate” stds in the
* year 2003

* Importance: High

=

» Bill, T am handling emamsctin now - John is working with other ai's.

> According to the noke from John Hotf below, we owe the EFA additional

> emamectin in Jan "03. According to the attachments that John sent, we

» ment what we had at the tims with the promise te =zend the remainder in

= '03, T am fellowing wp with wou on this. Please get back to me.

>

» Thanks,

=

P —————0riginal Message-----

> From: Hott John UEGR

» Bent: Monday, December 1&, 2002 2:535% PH

» To: Brinkley Carolyn UBSGR
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> Subject: RE: Send in quantitative emamectin "degradate' stds in the
> year 2003

>

> Caroclyn,

>

» As part of the enforcemsnt of the analyrtiecal methods for emamectin

» registrations, we were suppose to deposit enough standard material in the
> EPA depository. We did not have any [or very little of maybe questicnable
> guality) to supply them with. Syngenta, wvia Greg Watson and his contact

» at the depository, agreed to supply them with guantitative stds in 2003

» [see the email below).

> John

= << Message: Emamectin Degradate Stds »>» << Message: RE:
Emamectin

> Benzoate degradate samples need to g to Fort Mead >




carolyn.brinkley@synge To: Thomas Harris/DCAISEPAMLIS@EPA

nia.com GGl stavs.r,miller@syngema.cﬂm, merrill, tisdel@syngenta.cam,
- o e larry. 2ang@syngenta.com, leah. rosenhesk@syngenta.cam,

11419/2002 05:26 PM robertwure@syngenta.com, roy.boykin@syngenta. com

Subject: EPA Itr ema REl change mitg request 11-02

WVia Electranic Mail

— ,/g,,zf) ﬁ:‘é{)/?’rc/ ‘/’J‘V f'*g. P =3

“ R/ f&f{ ':"’:“‘\ ey
November 13, 2002 Lpspadid ,{’ﬁ 7 fﬁ-ﬁﬂéﬁf’

Mr. Thomas Harris
Insecticide-Rodenticide Branch

Office of Pesticide Programs (7504C)
U. 5. Enwirenmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, N.W.

Washington, D.C. 20460

SUBJECT: EMAMECTIN BENZOATE
EPA REG. NO. 100-902
REQUEST FOR MEETING TO DISCUSS STUDY TO ADDRESS CHANGE

IN REI

Dear Mr. Hamis:

141



Syngenta Crop Protection, Inc. is requesting a meeting to discuss a study that we believe will
allow a reduction in the Restricted Entry Interval (RE[) for emamectin benzoate-based
praducts. The cument REl is 48 hours based on the acute toxicity category 1 for emarmectin
benzoate technical. The trigger for this acute toxicity category based on the results of an eye
imtation study in the rabbit. In 1239 Syngenta requested a reduction of this REI from 48 hours
to 12 hours, however the Agency concluded that the reduction, based on the existing data and
tha information that Syngenta provided, was not justified. Following is a summary of the
previous actions related to this request and an alternative testing proposal that Syngenta asks
to discuss with the HED toxicologist(s) and risk assessors.

BACKGROUND

In 1998 and 1999 Syngenta (then Novartis) submitted proposals to the EPA to establish a
12-hour REI for the emamectin benzoate-based end-use insecticide product, Praclaim (EPA
Reg. No. 100-904). [This reduction in RE|, if acceptable to the EPA, would also have applied
to the end-use insecticide, Denim (EPA Reg. No. 100-903) as well.] Syngenta's proposal was
based on existing data. In a review dated May 10, 1999 the EPA stated that “the Agency
considers the RE| established under the requirements of CFR 156.208 [WPE] as an “interim®
linterval] until a review of entry residue exposure data (with toxicity endpaoints) is completed
during the reregistration (or registration) process.” However, the Agency went on to say that it
has no mechanism for using skin and eye irritation categorias to determine the appropriate
REI, and currently only the dermal toxicity endpoint is used te assess risk with respect to
postapplication exposures. EFPA noted that until an appropriate mechanism is found for using
skin and eye imitation potentials as an endpoint to assess possible risk with respect to
postapplication exposures, the WPS interim REI remains in effect for those two triggers.

In June 1999 Syngenta submitted a second propesal to reduce the RE| for emamectin-based
products using a risk assessment based on existing data.

Syngenta’s proposal to the EPA contained these conclusions:

» Using dislodgeable foliar residue (DFR) data, primary eye imitation data, and
conservative assumptions, Movartis calculated a "Tier 17 assessment for ocular
exposure and risk. The assessment demonstirated a large margin of safety even at 0
hours after application.

» Low contact and low exposure charactenze reentry activities will occur in the field
between 12 and 48 hours after application.

142



In a review dated January 16, 2002 the EPA concluded again that the reduction of the RE| was
not supported based on the existing data and the rnisk assessment that Syngenta provided.
HED stated that use of a “benchmark” dose from an acute study with an end-use product to
develop an MOE for postapplication ocular risk was not acceptable. In addition the EPA stated
that post application low contact activities such as weeding, pruning, and moving irrigation
pipes, are actually not low contact with respect to potential eye irritation.

However, Syngenta believes that there is a way to develop data such that a mechanism to use
eye imitation potential as an endpoint can be used to assess possible risk with respect to
postapplication exposures. To than end, Syngenta proposes to conduct a 870.2400 Guideline
study using 5 mg and 1 mg of technical emamectin benzoate as the applied dose. Results of
the study will allow establishment of a NOAEL and a potential dose response for eye irritation.

Using exposure data from agricultural worker re-entry studies conducted by the ARTF
(Agricultural Reentry Task Force) combined with the residue data obtained from an emamectin
dislodgeable foliar residue study (MRID 440079-03), Syngenta calculated an upper-bound
estimate of the amount of residue that could be transferred from treated foliage to a worker's
hands. To provide a conservative estimate of the potential ocular dose that could result from
transfer of pesticide residue from the hand to the eye, Syngenta assumed that all of the
emamectin benzoate residue on one hand was inserted into one eye. This resulted in a
theoretical dose of 0.029 mg emamectin to the eye.

Syngenta anticipates that the proposed eye irritation study will show a direct relationship
between the amount of emamectin administered and the severity of the resulting irritation. The
resuits of the proposed eye imitation study should be an acute Toxicity Category of lll or IV.
Using the resuits of the proposed eye irritation study with the theoretical maximum dose to
workers, Syngenta believes that the margin of exposure will be adequate to allow the EPA to
reduce the the REI| for emamectin-based products from 48 hours to 12 hours.

Because Syngenta is proposing a mechanism to use eye irritation potential as an endpoint to
assess possible risk with respect to postapplication exposures, we request an opportunity to
discuss this approach with the EPA toxicologist(s) and risk assessor(s) before commencing the
proposed study.

Syngenta is available to meet on the following dates:
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Dec 16, 17, or 18.

We prefer to meet at 8:30 am but can meet in the afternoon if necessary.

Thank you for arranging this meeting. Please call if you have any questions or comments,
| can be reached at (336) 632-2838.

Sincerely yours,

Carolyn F. Brinkley
Sr. Regulatory Product Manager

Regulatory Affairs

bee:

header.htm  image0O].gif
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Thomas Harris Ta: carolyn.brinkley@syngenta.com
. cc: robert.wurz@syngenta.com, steven.wall@syngenta.com
11/05/2002 09:54 AM g ioct: Re: Emamectin - Estuarine Study[}

Thanks for the info. Hopefully, this will give us enough time to review the study before the 5/1/03
deadline for the conditional registrations. | will put a reminder on my calendar for April to check on
this (please do the same on your calendar). If necessary, | can extend the registration again until
the review is done.

Tom Harris
EPA/OPPTS/OPP/RD/IRB

{703) 308-9423
harris.thomas@spa.gov
carolyn.brinkley@syngenta.com

carolyn.brinkley@syng To: Thomas Harris/DC/USEPA/US@EPA
enta.com ca: steven.wall@syngenta.com, robert. wurz@syngenta.com
11/05/2002 08:54 AM SUbjeCti Emamectin - Estuarine S‘Udv

Dear Tom,

The draft of this report will be complete in a couple of weeks, so our plan
is to submit the study by the end of this year.

Carolyn F. Brinkley

Sr. Regulatory ProductManager/Insecticides

abamectin, cyromazine, diazinon, emamectin benzoate, fenoxycarb, pirimicarb,
profenofos, pymetrozine

Syngenta Crop Protection, Inc.

P.O. Box 18300

Greensboro, NC 27419-8300

Phone: 336 632 2B38 Fax: 336 292 6374
E-Mail: <careclyn.brinkley@syngenta.com
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Submit two (2) copies of your final printed labeling incorporating the above
changes prior to releasing your product for shipment. |f the anove provisions are
not complied with the registration will be subject to cancellation in accordance
with FIFRA Section 6ie}. Your release for shipment of the product bearing the
amended labeling constitutes acceptance of these conditions.

A copy of your label stamped “accepted with comments” is enclosed for your
records.

if you have any questions please contact me at (703) 308-9423 or
Harris. Thomas@EPA.gov.

Sincerely yours,

Thomas C. Harris

Insecticide / Rodenticide Branch
Registration Division {7505C)
Office of Pesticide Programs

enclosure
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FIRST AID

If in eyes ¢ Hold eye open and rinse slowly and gently with water for 15-20
minutes.

» Remove contact lenses, if present, after the first 5 minutes, then

continue rinsing eye.

Call a poison control center or doctor for treatment advice.

If on skin or
clothing

Take off contaminated clothing.
Rinse skin immediately with plenty of water for 15-20 minutes
Call a poison control center or doctor for treatment advice.

If inhaled Move person to fresh air.

If person is not breathing, call 911 or an ambulance, and then
give artificial respiration, preferably mouth-to-mouth, if possible.
C~" a poison control center or doctor for treatment advice

If swallowed e (Call a poison control center or doctor immediately fo. .-eatment
advice.
Have person sip glass of water if able to swallow.
Do not induce vomiting unless told to do so by a poison control
center or doctor.

e Do not give anything by mouth to an unconscious person.

NOTE TO PHYSICIAN

Recommendations for Medical Treatment for Emamectin Benzoate Acute Toxicity:
Early signs of intoxication include mydriasis (dilated pupils), ataxia (unsteadiness), and
muscle tremors. Toxicity following accidental ingestion of the concentrate can be
minimize by inducing vomiting within ¥z hour of exposure. |f toxicity from exposure has
progressed to cause severe vomiting, the extent of resultant fluid and electrolyte
imbalance should be gauged. Appropriate supportive parenteral fluid replacement
therapy should be given, along with other requil... supportive measures (such as
maintenance of blood pressure levels) as indicated by clinical signs, symptoms, and
measurements. In severe cases, observations should continue for at least several days
until clinical condition is stable and normal. Since emamectin benzoate is believed to
enhance GABA activity in animals, it ‘< probably wise to avoid drugs that enhance GABA
activity (barbiturates, benzodiazepin. ., valproic acid) in patients with potentially toxic
emamectin benzoate exposure.

Have the product container or label with you when calling a poison control center or
doctor or going for treatment.

HOT LINE NUMBER

For 24 Hour Medical Emergency Assistance (Human or Animal) or
Chemical Emergency Assistance (Spill, Leak, Fire, or Accident),
Call
1-800-888-8372
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©2001 Syngenta

For non-emergency (e.g. current product information)
call Syngenta Crop Protection, In¢. at 1-800-334-9481

Syngenta Crop Protection, Inc.
Greensboro, North Carolina 27409
www.syngenta-us.com

SCP 902A-L1(Draft-A)

ZLABELE-W/EMATECHS02A-L1(DRAFT-A) —- ccg — 11/5/01
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August 30, 2001 —draft
revised label to EPA,
revised first aid statements
according to PR Notice
2001-1, revised ingredient
statement according to new
CSF and prod. chem,
revised and added storage
and disposal statements,
specified on front panel end-
use product u- -~ supported
for this active ingredient.
Corrected label by adding
Spanish signal word and
warning statement, deleted
chemical name of active —

. common name and CAS no.
are sufficient, changed all
references to Novartis to
Syngenta and replaced
Warranty statement with
new Syngenta Warranty
Statement, changed country
of origin to Switzerland,
revised ingredient statement
per PR Notices 97-5 & 97-6
Nov. 5, 2001 — draft —
revised current uses

Z 1L ABELE-W/EMATECH902A-L1(DRAFT-A) — ccg — 11/5/01
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Please read Instructions on reverse before completing form.

v United States Registration OPP Identifier Number
oEPA Environmental Protection Agency X | Amendment
Washington, DC 20460 Other

Application for Pesticide - Section |

1. Company/Product Number

2. EPA Product Manager

3 Proposed ~'assification

100-902 Tom Harris
4. Compw.y.”roduct (Name) PM#
Emamectin Technical IRB

[(x] None [ Restricted

5. Name and Address of Applicant (Inciude ZIP Code)

Syngenta Crop Protection, inc,
P. O. Box 18300
Greensboro, NC 27419

EPA Reg. No.

6. Expedited Review. In accordance with FIFRA Section 3(c)(3) (b)),
my product is similar or identical in composition and labeling to:

[ ) check i this is a new adoress

Product Name

Section - I

Amendment - Explain pelow.

[ ] Final printed labels in response to

[ ] Resubmission in response to Agency letter dated

] Netification - Explain below.

Agency lelter dated

[] “Me Too" Appiication.

[ ] Other - Explain below.

Explanation: Use additional page(s) if necessary. (For Section | and Section I1).
Adding detailed use sites, per communication with Tom Harris,

Section - Il
1. Material This Proc W Be Packaged In:
Child-Resistant Packagi..y Unit Packaging Water Soluble Packaging 2. Type of Container
Yes* Yes Yes X Metal
X | No X | No X | No Plastic
Glass
*Certification must ff Yes™ No. per ifYes” No. per Paper
be submitted Unit Packaging wgt. Container | Unit Packaging wgt  container Other (Specify)
3.  Location of Net Contents information 4. Size(s) Retail Container 5. Location of Label Directions
2 to 5 pounds X On Label
[ ] Label ontainer On Labeling accompanying product
6. Manner in Which Label is Affixed to Product Lithograph [C_] other
X Paper glued
Stenciled
Section - IV

1. Contact Point (Complete tems directly below for identification of individusal fo be contected, # necessary, to process this application.)

Name

John L. Hott

Title
Regulatory Product Manager

Telephone No (Inciude Area Code)
336-632-7096

Certification 6. Date Application
| certify that the statements | have made on this form and all attachments thereto are true, accurate and complete. Received
| acknowl<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>